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(57) Abstract: Propenohydroxamic acid derivatives represented by the following general formula (1) or salts thereof and drugs 
containing the same: (1) wherein R 1 represents hydrogen, alkyl orhalogcno; R?2 ^represents cycloalkyl, aryl, hcteroaryl, etc.; R 3 
represents hydrogen, alkenyl, etc.; R 5 represents R*CO-, R^Oa-, R^HCO- or R 6 NHCS- (wherein R 6 represents alkyl, cycloalkyl, 
cyclic amino, aryl, heteroaryl, etc.); R 7 represents hydrogen or a protective group; and A represents CM, nitrogen or oxidized ni- 
trogen. Because of having an excellent TACE inhibitory activity, the above compounds are useful as drugs for preventing and/or 
treating diseases such as sepsis, rheumatoid arthritis, arthritis deformans, infectious diseases, autoimmune diseases, malignant neo- 
plasm, collagen disease, ulcerative colitis, MOF, non-insul in-dependent diabetes mellitus, etc. 
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mm^em^-a (TNF-ot ; tumor necrosis factor- a) ttifcBlR T 

mmmm (niddm) Kssvi-m. ™-^>7 > u>strci4©^^x-^- 

ilt©S«g$tlTtTl^. JEfctt, ^Hl§^F±(MOF ; multiple 
organ failure) ^<Dm&Vmm&ft5m&\zm< H-^bTV>£ d h £tlTV> 

3fi*F, TNF- a©ifeffi*?l#jec:-r»*(TNF- a^jfeSiS ; TACE) 

^ n ^ p TACECfffi* 5 «J« J: o 

TTN F — a ©flsjs £ffl]fg|gc^«l!likT£ £ t. V) , _hEg&&©i&*2fclFFBfr 

nTflB fc&«t^6n, TACE cd **3i«> S> tlT V> 5 „ 

TACEitfittSttSftRtbTS, 0H;JU£, Journal of Leukocyte 
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Biology, 57, 774 (1995), Nature, 370, 218 (1994) , Nature, 370, 558 (1994) 
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~;i^£^L, R 5 HR 6 CO-, R 6 S0 2 -, R 6 NHC 0-X«R 6 NH C S - 

sn^7MJHt its, i~8 <Dmnxfefr$£m<DT)i3r)i<m&m\r? 
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^)vm. x^;i^ n-yotf;vs, -fy^nifM, n-y*^)vm. -fv^f 

tert-^;PS, n-^>3\/l^g#W£bV> 0 
Jff*^* R '<D 5 13, b < 1 ~ 5 ©MOT 

R ! tt^D7 til £ b t v> t t> <£ v> t U £ 
» 3 ~ 8 ©y^ n7MJH*W^ U< , mzist7U-7u¥)\,m. zsyu? 
R 2 T?^ 2 tl§ ftSS: W b T U T <£ T U — JPX \Z& if 3 7 U <h b 

R 2 T ^ $ tl £ ^ b T T & £ H ^\ J- n T U — \Z & ft Z> ^\ 7- n T 

u -)imt bx«. ^hh^, iiifxnM^^ i~3 m^tz 5 ~ 1 4 

7U-;HiLTH Mx.^tf U^WS. tfU^;V N-t^i/FS. 7y-)l< 

y^W-)m. ^/^ItUx;^ *:M/Ux;VS, y>yj^;H, -Y > K 
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*~>fs. 5=-x=i;vas, ^ti/u;^, ^-ti-yu;^ ±y^v 

& ^fV7*f;H, tert-^;«, n-^>^», n -^\^->JUS^) , ^ 
2, 2, 2-h'J7MDl5 1 ;Hf) > C W T;V3*^3£ (#1*.$* h^V 

-r;i/S, T ; JIM. 7'Jn-fMXttR 9 R ll N- (^^. R 9 «7jci^M 

n-^>5 1 ;i/S#**#Wf5n, R 10 «R 5 «i:iHl^OS, ™^R s CO-, 
R 6 SO z -, R«NHCO-XttR 6 NHCS - (RHif tl^ttT^TfeJ;^ 
7J^MX«'>7n7J^M, It7$;S, «jjy££WbTV>T*>«tV>T 
U-MX«ftI^tLT^Tt)j;^Arn7U-;H^T) £^T^ A 
^^«R 5 ^:bTm^-r^fe(D^:RIII© ; b©^#^f ^KttR'SOr 
( R 6 b T H T «fc ^ T U -JUX b T V> T fe <k V> *\ 

fn7'j-;ns^t) m&T*$>K>, c©i^R s tiwh+s/i, x h 

Dl^T"li$nfc7xn;vStr$l)i^^*L^ 0 
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t m ^ b <d &m e> n & o 

R 5 te, R'CO-, R'SOj-, R 6 NHCO-XteR 6 NHCS- (RHiKM 

S§WLT^Tfcj;^7;^iHlSy7n7^H, 1^75/1, fi^* 

£ W b T T J; ^ T U — ;HX teS^S £ b T T ^ J; P T U — Jim 

&7K~t) ^^-rt>©Ta&^)^> R 6 T^£n&g^S£WbT^Tk£^y;i/^ 
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x— JUS, 4-^OD7xnM, 2-"ha7x^VS, 3 -~hD7x^ 

S> 4-ZhD7xrjH ( 3 -7i/ty7x^JH, 4-7x/+y7x- 

2, 3-'7^fJP7x^i, 2, 4-^^?;P7x-;H, 2, 5->* 
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ter t-^;i/v^^;i/-> u ;u»^cd -> u j^cDtxayjw u tcMf 
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(D> 



R 1 MftM 



(H) 



(I) 




(1-B) 

CsS^ RHi7K^^X«fS^T;Wl/S^U, R l , R\ R\ R\ RK 
R\ R 7 S:lXA^HufB^|W)Cfe©^b, Xtt-COOH, -COCK 
-NCO, -SO,Cl, -NCS, -COOCOR'^f. ] 

Tf£t>%, tt>-&® (A) &mUtV, em^Horner-EminonsS^tc:J;D7 0 n^ 

>mmm^ (b) ti, mturj^cd^. 

(C) RZS^m (D) <hU -?-n^n^R 6 X<hMJ^^-e-^)^i:{C=l; 

(E) Xte (H) tU ^^7?R 4 ^«^S^WbTViT%J:V^^T;^;i/a 

(f) xmt&M (i) ttm inTK^^id^D^t? (g) xte (J) 

A) X\Z (1-B) ^M5tT^ei^^T#^o 

(A) ©Horner-EmmonsRfSte— £ D fTfctl, m%.mt 
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tern (A) h'J^fj^*/7tf-h. h UxfMZ^y T-feT— 
t!^^— h^OHorner-EnmonsttlUt* ^>if>, h;i/X>, 3^ U>© «k 5 U 

asr**^***, ^x^;vx-^;k fh7tHD77x v^-y->> 
ifj'i a, ^^A^<Det-5&x-^;i/St x^y-;K ^da 

y-;v^poi:e>fj:T;i/n-;uM> Ms;*^i/>\ ^ddma, wmtmmm<D 

U^A, TtaJHbfc'J A, **fltf-HJ#A, :M> U #A* F, ^- h U 

7AXh^>H, r7>;WJ^A, 1, 8-i?7*?\Zi'#U (5, 4, 0] ^7> 
(DBU) $?©:tfi£©#aEl\ 0t~20 Or, fftl/<ttfl~ 
8 0t, 10^7 2fiFlB, #£L<tt2~2 4l$HK^£i*3C£te«fc9fT3 

(b) ©mtc>k^«> (b) £$c, xx^<D&mx\zz.n 

iic^T^ x^y— ;k yn/v-;k tert-^y-^oy 

^n-^jSE*. OOt, £?£b<te5 CC-l 2 Ot, 10^-72 

ISJRU ^l<^l~12P#f B M$f§ei<!:H<fcD, XttA7 v^A-^, 
7KKfc/^S^A-&*^<&#&T, 7K^«hUT7jc^X«^T> ; ex^A^ 

m^> x^y-;^©7;i/n-ji/x»if©w> 
1201c, ^K«7ot:~ioot:, 3o~i omm. &&v<izimm~ 

^-&#) (C) X«fb£-#J (D) tR e XtOI^Ii, X*»-COC 1, 

-NCOv-SOjCl, -NCSCl^ TMMbAU^A, KBfe^hU^A, 
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1, [5.4.0] »>>x-fe>(DBU)^F(0^rttl^ 

A7 5 Ft O^yn h>ttiMX(Mxf;H|©iI4 ] , -3 
1 4 0 < Ct ! ^$-&§^t^«fct9, X^-COOCOR«©|^}t ±IB*i* 
4>> - 3 0^10 OICTK^tSCiKJ;!), X^-COOH©^ #;|/ 
5 &*S—)V (CD I) , ^n^^;^^$F (DCC) 

te^ti (e) xttft^i (H) ©T;i/^;wkSisx»r;Pdrx;wt:s^tt, M 
aut* (e) (h) tztt^imm. s?x^i«, v^yntf 

^F, i^o5 F, ^nti^DSH, -f y y°p tf;i/y*P5 H, y*^Jl/y*p 
^ Ff®7;W^D5 h\ *^>*;i^x;^ p -h;i/x>^Mx;i4o^ 
;^*x;^TStt^$nfeT;vp-;i/^oT;u^;wt^JX«tfx;u^ps H, r 

xh^i/F#<Dili»4S[at*VJJ4bfU^>, t?P'J>> N, N-v^^^JUTxnj 
>. N-^^Jl^Jlr-foVy. i?*^)V7^>. h>JX^75X 1, 8-z/T 
Wis? a [5.4.0] #>5Hz><DBU)^©^«:£&<0#a:T* bJl 

«T-fehxhU;K N-*^;i/tfP'J H>, N, N-v/?WA75 F#<£> 
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1 0#~7 2mm. $F£L<te2~2 4mffl&mi£ J &Z>Z.t\Z&r>ft? Z.tW? 
4b&® (F) X.mt£tW (I) (DMftMKm*. Igmz^Qfr^ztfiiX' 

m&mm*. m~ ho^ l < i o o <c, 10^72 B#p H i, 
(g) xmt^ (j) Fo^ifAm^©^ms^«, m^b-B- 

m (G) Xtefc^ (J) tkFD^tflKi^, ^>-fe?>, h;vx>, 
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vM^F (dcc) , i-x^;i/-3- (3-^f;n5;7°Dt:;v) 7j;w£ 
$ f • mmm (edcd m^m^mo^T. 0 'c-^st 2 ~ 2 4 mm 

K«*-&<5 £ tick Off "5 d b F o^iJ-A«3e*ttJIRr«g-&««ffl 

fc-&<» (G) xmt^m(J) l^KlMlt, kHo^D-AifMl 
1. 0-3. O^k tg^Jl. 0~3. O^r^W^bVi. 
kHn^AffistitLTH kh'n^W^X O- (tert-^ 

>, O- (fh7kb'P-2H-77>-2-fJV) th'n^^75>, O- 
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(5£>f, R l , R 2 , R 3 , R 4 , R 5 , R 6 , R\ R 8 , XRtfAfS, Wind, £ m V % <D 
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j^$i±fem> ^TsutJckD*^©^* (i-c) xmt&m ( i - 

D) £Sjg-r*> 

ft^igj (Q) &«7cJ*ffifc#LTffc-&*!J (S) iU JP7K^MS¥R^tcJ; 

(t) t\s.-\i'\*ntt&m&mm±Kj&i£itit& &mm\**ft 

WOfc&M (1-E) RXMk&to (1-F) *fijfr«nt*«T€r«. 
fctfiBKfc'fb'&tt (K) &^inu -10t~80t, 5#~5B#iHiEjfcSi2:3 
(O) CMJS^Sti:0ff^ui^#5^ £f£b<tem-^ 

3 0'C~10 0 t C> fftL,<tt-10t~SS:*^T, 10^7 2H^ $? 
£L<tal~l 2I^MRjtS*ii-*Ci:fcJ:0ff'5Jli:*«-C*5. 

ft^#> (Q) ^£><fl^r#i (S) fc*^SN-^>/H©a7ctt, fls-&tt 
(M) fc^Jts- J> ng©jg7c£ ra«©^jftT?ff 5 £ £#T#5„ 
M7cR^, Horner-EmmonsSJfr, R 6 X£©M^ JD*4M!PS*, hFnm 
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mntz T A C E mWfcm StfT * £ & S , T N F - a T^fl&^iMfc&ffi $ 

mmm. ttft&mm. wtikm&to* mmm, MHfc*c»&, mof, -r> 

tt, ^nKI/>^U3-;K ^UxfV^iJn-JK ^-'J-^lft^©*|Jft^ 
KfjffftK Mi&k SMfeSlK »1R«l«©*ia6«J* «b WT* Jit*<TT€rs. C 

«l, te5WR^m©*^tctt, «fag&«bfi^b»5. teHRtfftSllciMfcBI 
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-fb, mm$L imai, mvm* &vm*<DitnbM&*>m&-9r&z.tifi*e&z. m 
mm^(Dr^omm<Dm%, ^.%m\t^m\zmxxtsts^-m> gmvytrx* 

l~10 0mg/kg, #{^^J0. 1~5 Omg/kg^W^bVio 0fit«3:D 

(i) 

E, Z-3- (3-- h □ 7 x - ;V) -3-7 x - ;i/^P ^>iX^JVX7r;i/ iik^WX) 

7kmfc3- hVV&ti. 30 g (60% in oil) Orh7th , D77> 100 mL JR» 
WhUX^*7*y7tf-h 29.7 g <£>^h^h Fn77>i 
m 100 mL SITlfc, SfflteB3bTll$rafc#Lfc&, 3-xhn^>y7x7 
> 15.0 g Sftl*.2WNWilH*l'fc. fh7tHD77>**£ETS4bfcH, 2* 
ffifC/ic 300 mL tWx^MOO mL £jQx.7co :t$§Jf £#IfcU 7jcjg£@^x 
3MH00 mL X 3Tttffitfe. ^W^B^*^. «t*«E»T^^*> ATftt* 

«JETJS&£g*bfc. M^'>'J*^7A^DTh^ 7 7^- 
(200cc, AW>:Sfil?JV = 4:1^«5 2:1) fcttL, «iBfb£-1&©ig-&& 

H. 5 E*mn&m®;W£ l«. 

(2) ~ (6) 

(1) fcRttfcbT, OT©Yb^2Mb^6£^f&L*:, 
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##M1 (2) 

E, Z-3- (4-x h D7irjl/) -S-yx-Jl/yn^^xfJl/XXriV 

c: 

(3) 

E, Z-3- (3-xhn"7;cx;i/)-3- (3-h°U^;W ^D^^X^xXf^ iih^ 
(4) 

3, 3-tfX (3-Xbn7xXJW 7°P^>fX^XXT^ «b^4) 
gjL& 99-100 r o 
###J1 (5) 

3, 3-tfx (3-xihn^a:-;i/) -2-7Jktn7n^>lxf JH7>f;V Mfc^ 

5) 

#fMl (6) 

3, 3-tfT, (3-Xihn^ai-;i/) -2-^^I/7"n^>iX^XXT^ (ft^»6) 
#^J2 (1) 

E-3- (3-7^/7xXJH -3-7xXjl/7o^>iXfJl'XXfJl' (tefr#j7) & 
m-3-(3-T5 / 7xx;H -%-7 xx;i/:7°D^>^x^;i/X7^;v (ik&m) <D 

&m. 20 g^7K 120 mL fcJHJBU %ti 1. 4 mL «TLfc. 1 

E, Z-3- (3-x h D 7 xx;n -3-7 xx;i/7"a ^ >ix?;vx7 
7=\>H4. 5 g (£>x^y-;i/ 40 mL ?&St£jJD*.80 *CTiniS»iJl^L/fe. 3B#Klgl, 

ificit^i^tsbfc. mMzmm^n 100 mL x 3 -etttBbfe.. ^ 

Ufc„ SiS*>U*WW7Ai'n7b^7^- (500cc, ^\^it>: M&x 
^;V= 8:1j&>52:1) fc#lftl:gfflSn*E-3-(3-75/7x-JW-3-7x-JV 
7°o^>fxf^X7ri^MtB©Z-3-(3-75y7xXJl/) -3-7^-;V^D 

^>mx^;vxx^;i/£#fiib, Wb^« 7 ) 1. io- g, Mfe£-«8)3. 50 g&» 
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few : n&mww 

'H-NMR (CDCI3) 6 : 

1. 10 (3H, t, J=8Hz) , 3. 64 (2H, brs) , 4. 03 (2H, a, J=8Hz) , 6. 33 (1H, s) , 6. 55-6. 56 
1H. m) , 6. 67 (1H, dd, >8Hz, 3Hz) , 6. 71-6. 73 (1H, m) , 7. 10 (1H, t, J=8Hz) , 7. 35-7. 37 
(5H, m) 
<£&W8 : 

H&& : 81-82 "C 
'H-NMR (CDCI3) 6 : 

1. 14 (3H, t, J=8Hz) , 3. 64 (2H, brs) , 4. 07 (2H, a, J=8Hz) , 6. 32 (1H. s) , 6. 52 (1H, brs) 
, 6. 62 (1H, d, J=8Hz) , 6. 69-6. 71 (1H, m) , 7. 17 (lft t, J=8Hz>, 7. 31-7. 36 (5H, m) 
##M2 (2) ~ (4) 

##^J2 (1) <h|WI£llfCLT, &,~f<Dit^9^t^mi 1 z&mvrco 
###|2 (2) 

E, Z-3- (4-7^J7^-)l) -Z-7x.— ^^0^>^X^XXtJV Uk&'m) 
##0!I2 (3) 

E, Z-3- (3-7^7 7x^-3- (3-tf U i?M ^n^>lI?JHXrJV UtS 

mo) 

##M2 (4) 

3. 3-HX (3-75 J yD^>ix^xXfJl/ tfb^ll) 

mmmi en 

Z-3- [3- (4- ;* h 3=- >i£ > X - ;i/ T 5 7 ) 7 x. ~ M -3- 7 x. 7° U ^ 

Z-3-(3-7$; y x-JV) x-)V7'a^>m^)VX.X^)V2Q7 mg£t!U 
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>>>3 mL q>izmmV4-* h^r->^>if>X;V^n;i/^DU H248 mg &WXm 

tifSfcl^397 mg£^£©@#;£bT#fco 
'H-NMR (CDCI3) 6 : 

1. 14 (3H, t, J=8Hz) , 3. 82 (3H, s) , 4. 03 (2H, q, J=8Hz) , 6. 30 (1H, s) , 6. 82-7. 38 (1 1H, 
m) , 7. 62 (2H, d, J=9Hz) 

mrnmi (2) 

mmmi (i) tmmizL,T. skT&ik&wi 3^^vrc 0 
mmmi (2) 

3, 3-tfx [3-(4-^ b*>"*>i£>x)i*=-)i>T $ J) 7x.~M zfu^ymji 

'H-NMR (CDCI3) 6 : 

1. 07 (3H, t, J=7Hz) , 3. 80 (3H, s) , 3. 84 (3H, s) , 4. 00 (2H, Q, J=7Hz) , 6. 21 (1H, s) , 
6. 81-7. 25 (12H, m) , 7. 61 (2H, d, J=9Hz) , 7. 67 (2H. d, J=9Hz) 
2 (1) 

Z-3- [3- (4-* h * >if >X )l>i£~)\>7 3= y)yx. -3- 7 3.~)VZfU ^ 

Z-3- [3- (4-* h^->^>-fe*>x;^:x;i/75y) ^xxjH-a-^xji/^n^ 
>^x^;pxt.^;1/390 mg £;<^y— ;no bL+khmpu 5SMc»fls:*- MJ # 

A 6 mL£iDx.T65 'CTSD^^Ufec 2B*M30^ft, ^^y-M*ETS4 
U> &26£5%&»TdH lib, SKxfJH5 mLX3TjflffiUfc. mmm&M 

#1300 mg§^@fttUT#fc. 
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'H-NMR (CDCI3) 6 : 

3. 81 (3H, s) , 6. 32 (1H, s) , 6. 82-7. 39 (11H, m) , 7. 62 (2H, d, J=9Hz) 
mffiM2 (2) 

mMM2 (1) ilWI^^UT, TO^I15^LL 

mmm2 (2) 

3, 3-tfx [3- (4-^ b^>^>if>x;^n;^x^ ) :7:c-;H :/n^>i^ (<fb 
^15) 

] H-NMR (DMS0-d 6 ) 6 : 

3. 78 (3H. s) , 3. 80 (3H, s) , 6. 16 (1H, s) , 6. 74 (1H, d, J=8Hz) , 6. 78 (1H, d, J=8Hz) , 
6. 84 (1H, s) , 6. 94 (1H, s) , 6. 78-7. 05 (6H, m) , 7: 17 (1H, t, J=8Hz) , 7. 22 (1H, t, J= 
8Hz) , 7. 58 (4H, t, J=8Hz) , 10. 08 (1H, s) , 10. 21 (1H, s) , 12. 22 (1H, brs) 
§£«!I3 (1) 

Z-3- [3- (4-* h^>'^>if>7,;i'*n;VT5 /) 7ol~M -3-7i-;v^n^ 

Z-3- [3- (4-p< h^ri/^;>if>7v;i/*^;WT5y) 7i-JH-3-7x-J^O^ 
>K139 igej-^^^^^AT^ H3 mLfcgtffcU l-kHn^^>Xh 
U7V-;W0 mg. lil-xf Jh3- (3-y ^?^7 5 ; 7n h'JH * J^^-f $ 
H 100 mg , N-^^;i/^E;i/^U >53 mg&O^o- (tert-^;V>?^^;V->U t 
Fa^>-;i/7^> 100 mg^M^inx-^o 17^F^m#Ufc^ SlS^£7j<5 mU 
^x?;H5 mL^a^30^1t#L7Co @fcmx^;KzM5 mL X 3«ffibfco ^ 
H^tKTIO mL x 38fc#U ^Kfift^^^ AtKHt> MEET^&g 

'H-NMR (DMS0-d 6 ) 6 : 

3. 81 (3H, s) , 6. 26 (1H, s) , 6. 81-6. 85 (2H, m) , 7. 02-7. 05 (5H, m) , 7. 18-7. 21 (1H, m) , 
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7. 30-7. 36 (3H. m) , 7. 60 (2H, d, J=8Hz) , 8. 82 (lft brs) . 10. 00 (1H. brs) , 10. 58 (1H, 
brs) 

nMM3 (2) ~ (3 5) 
mffiW3 (1) t:mM\zVT£kT(D4k&Wl O^lfc. 

mmm3 (2) 

Z-3-[3- (4-y~u^^>j£>x)Vfr~)V7 2. /) ^ -z-y^~jvy°u^; 
ttl* : ^fe*^ 

'H-NMR (DMS0-d 6 ) <5 : 

6. 28 (1H, s) , 6. 81 (1H, s) , 6. 88 (1H, d, J=8Hz) , 7. 02-7. 07 (3H, m) . 7. 23 (1H, t, J= 
8Hz) , 7. 32-7. 37 (3H, m) , 7. 58 (2H. d, J=9Hz) , 7. 74 (2B. d, J=9Hz) , 8. 84 (1H, brs) , 
10. 24 (1H, brs), 10. 61 (1H, brs) 

mmmz (3) 

Z-3- [3- (4-y;i/^-D^s>if >X)U-fc-)V75. J ) y^~M -Z-7^-)l>yu^ 
'H-NMR <DMS0-d 6 ) d : 

6. 26 (lft s) , 6. 27-7. 73 (13ft m) , 8. 82 (1H, brs) , 10. 00 (1ft brs) , 10. 60 (1ft brs) 
nMW3 (4) 

Z-3- [3- (3--hn^>t'>xj^;i/75y) y^—M -2-y ^-)V7n^j 
'H-NMR (DMS0-d 6 ) 6 : 

6. 26 (lft s) , 6. 81 (1H, s) , 6. 89 (lft d, J=8Hz) , 7. 07 (2H, d, J=8Hz) , 7. 67 (lft d, J= 

8Hz) , 7. 21-7. 36 (4ft m) , 7. 84 (lft t, J=8Hz) , 8. 05 (lft d, J=8Hz) , 8. 41 (lft s) , 8. 46 

(lft d, J=9Hz) , 8. 8 1 (lft brs) , 10. 48 (lft brs) , 10. 60 (lft brs) 
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mffiM3 (5) 

Z-3-[3-(4-h U 7)V3-U* b+^>f>XJ^^75 /) 7x-jH-3-7 
'H-NMR (DMS0-d 6 ) <5 : 

6. 27 (1H, s) , 6. 84-7. 31 (9H, m) , 7. 52 (2H, d, J=8Hz) , 7. 79 (2H. d, J=8Hz) , 8. 82 (1H, 
brs) , 10. 29 (1H, brs) , 10. 60 (1H, brs) 

mmms (6) 

Z-3-[3-(4-^h^rv^>if>X;i/^^;PT5/) 7xZjV]-3-7x-^7°P^ 
/ 1 Fn^Ai (fl^»21)' 

'H-NMR (DMS0-d 6 ) <5 : 

0. 93 (3H, t, J=7Hz) , 1. 41-1. 46 (2H, m) , 1. 68-1. 99 (2H, m) , 4. 01 (2H, t, J=7Hz) , 6. 27 
(1H, s) , 6. 80 (1H, s) , 6. 84 (1H, d, J=8Hz) , 7. 00-7. 06 (5H, m) , 7. 20 UH, t, J=8Hz) , 

7. 30-7. 35 (3H, m) , 7. 58 (2H, d, J=9Hz) , 8. 82 (1H, brs) , 10. 00 (1H, brs) ,10. 58 (1H, 
brs) 

mffiM3 (7) 

Z-3- [3- (4-7 -fc: h75M >if >7> Jlft—fr 7 = J ) 7 x n;H -3-^ x — ;i/ ^ 

: m&mm 

•H-NMR (DMSO-d 6 ) 5 : 

2. 50 (3H, s) , 6. 26 (1H, s) . 6. 82-7. 68 (13H, m) , 8. 82 (1H, brs) , 10. 00 (2H, brs) , 
10. 30 UH, brs) 
mMM3 (8) 

Z-3-[3-(7iZJWW;^-Jl/7S/) 7xn;i/]-3-7x-^7°0^y b 
Fn^itAm(^%23) 

26 



WO 02/18326 



PCT/JPOl/07292 



: 

'H-NMR (DMSO-d 6 ) fi : 

4. 46 (2H, s) , 6. 33 (1H, s) , 6. 84 (1H, d, J=8Hz) , 7. 10-7. 40 (13H, m) , 8. 83 (1H, brs) , 

9. 84UH, brs), 10. 62 (1H, brs) 

Z-3- [3- (3, h3ris^> J t£>X)]s&-)]sT5.y) 7i~;H-3-7i-J^ 

p^y k H nm» Mb^<»24) 

: 

'H-NMR (DMS0-d 6 ) <5 : 

3. 67 (3H, s) , 3. 82 (3H, s) , 6. 27 (1H, s) , 6. 82 (1H, s) , 6. 86 (1H, d, J=8Hz) , 7. 02-7. 37 
(10H, m) , 8. 81 (1H, brs) , 9. 95 (1H, brs) , 10. 58 (1H, brs) 
fmm 3(10) 

Z-3- [3- (2, 4, 6- h U -4 VZfU k°;i/^>if >X;Pfc;l/75 J) 7x-JH -3-7 
^~)V7U^J k Hnmi Wfc&tt25) 

'H-NMR (DMS0-d 6 ) <5 : 

1.07(12H,d, J=7Hz), 1. 18 (6H, d, J=7Hz) , 2. 89 (1H, septet, J=7Hz),4. 11 (2H, 
septet, J=7Hz) , 6. 23 (1H, s) , 6. 73 <1H, s) , 6. 80-7. 32 (10H, m) , 8. 80 (1H, brs) . 

10. 11 (1H, brs), 10. 57 (1H, brs) 

mmm 3(11) 

Z-3- [3- (l-k°^ U iS>ZJl*-)l>r^ /) 7xn;H-3-7x^7'P^/ k F 

MM : 158-159 *C 
•H-NMR (DMS0-d 6 ) 6 : 

1. 36 (6H, s) , 3. 01 (4H, s) , 6. 28 (1H, s) , 6. 88 (1H, d, J=7Hz) , 6. 93 (1H, s) , 7. 13-7. 28 
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(4H, m) , 7. 36 (3H, s) . 8. 80 (1H, s) . 9. 79 (1H, brs) , 10. 57 (1H, brs) 
mmMS (1 2) 

Z-3-[3- (\-j-7 & V>7,)V-fc—)V7 /) 7xZJ|/]-3-7xZJ^D^y fc H 

ife^C : 160-163 X. 
'H-NMR (DMS0-d 6 ) 5 : 

6. 20 (1H, s) , 6. 75 (2H, t, J=8Hz) , 6. 88-6. 95 (3H, m) , 7. 09 (1H, t, J=8Hz) . 7. 25-7. 35 
(3H, m) , 7. 56 (1H. t, J=8Hz) , 7. 63-7. 70 (2H, m) , 8. 07 (2H, d, J=8Hz) , 8. 07 (IE, d, 
J=8Hz) , 8. 21 (1H, d, J=8Hz) , 8. 79 (1H, brs) , 10. 56 <2H, brs) 

mmm 3 (13) 

Z-3- [3- (2-t7^l/>XJV^-;b75 /) 7xZjH-3-7i^7 t D^/ t H 
tttt : 

'H-NMR (DMSO-d 6 ) 5 : 

6. 25 (1H, s) , 6. 80 (1H, d, J=8Hz) , 6. 89 (1H, s) , 6. 92 (2H, d, J=8Hz) , 7. 05-7. 28 (4H, 
m) , 7. 65-7. 74 (3H, m) , 8. 02-8. 12 (3H, m) , 8. 34 (2H, d, J=7Hz) , 8. 83 (1H, brs) , 10. 27 
(M. brs), 10.59 (1H, brs) 
H»J3 (14) 

Z-3- [3- (8-^ J U >7.)VtH- /) :7x~;W -3-7x^Jl/7n^>i (ft 

: mn&mm 

•H-NMR (DMSO-d 6 ) <5 : 

6. 19 (1H, s) , 6. 71 (1H, d, J=8Hz) , 6. 75-7. 34 (7H, m) . 7. 65-7. 70 (2H, m) , 8. 24-8. 29 
(2H, m) , 8. 50 (1H, dd, J=2Hz, 4Hz) , 8. 79 (1H, brs) , 8. 84 (1H, s) , 9. 06 (1H, dd, J=2Hz, 
4Hz), 10. 01 (1H, brs), 10. 54 (1H, brs) 
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mmmz u 5) 

Z-3- [3- [5- (v 5 * 9-)V7 5 7 ) - \-± 7 $ V >X 7 / ] y ^ ~M -3- 

M& : 123-125 "C 
'H-NMR (DMS0-d 6 ) 5 : 

2. 8i {6H, s), 6. 21 (1H, s) , 6. 75 (1H, d, J=8Hz) . 6. 77 (1H, s), 6. 92-6. 96 (3H, m) . • 

7. 09-7. 12 (1H. m) , 7. 22-7. 35 (4H, m) , 7. 51-7. 58 (2H, n) . 8. 05 (1H. d, J=7Hz) , 8. 31- 

8. 34 (1H, m) , 8. 43 (1H, d, J=9Hz) , 8. 79 <1H, brs) , 10. 53 (2H, brs) 

mmm3 a 6) 

Z-3-[3-(l-yoA°>X;^^;i/T^7) 7iZJH-3-7x~J^o^y t Hn 
*"tf-AMtft^31) 

'H-NMR (DMS0-d 6 ) <5 : 

0. 93 (3H, t, J=7Hz) , 1. 63-1. 67 (2H. m) , 3. 06 (2H, t, J=7Hz) , 6. 31 (1H, s) , 6. 86 (1H, 
d, J=8Hz) , 7. 02-7. 37 (8H, m) , 8. 81 (1H, brs) , 9. 75 (1H. brs) , 10. 60 (1H, brs) 

mmm 3(17) 

E-3- [3- (4-* h >^>7s)V^)V7 57)7 i-;H -3-7 x —)Vy°u^ 
•H-NMR (DMS0-d 6 ) 5 : 

3. 82 (3H. s) , 6. 15 (1H, s) , 6. 88 (1H, s) , 6. 94 (1H, d, J=8Hz) , 7. 03-7. 05 (5H. m) , 7. 22 
(1H, t, J=8Hz) , 7. 34-7. 35 (3H, m) , 7. 57 (2H, d, J=8Hz) , 8. 82 (1H. brs) , 10. 14 (1H, 
brs), 10. 59 (1H, brs) 

mmm 3 c 1 8 ) 

E-3-[3-(4-^n ; E^>if >XJ]s*-J\s75. J) 7x^W-3-7i->IH-7 p n 
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tt« : 

'H-NMR (DMS0-d 6 ) 5 : 

6. 17 (1H, s) , 6. 81 (1H, s) , 6. 88 (1H, d, J=8Hz) , 7. 02-7. 07 (4H, m) , 7. 26 (1H, t, J= 
8Hz) , 7. 34-7. 35 (2H, m) , 7. 54 (2H, d, J=9Hz) , 7. 76 (2H, d, J=9Hz) , 8. 83 (1H, brs) , 
10. 35 (1H, brs), 10. 60 (lfl, brs) 

mmm 3(19) 

E-3- [3- (3-~ h >if >7,)V-fcZL)lT S. J ) y^~M -3-7x-JVyn^; 
kKo*ltA&(fc£%34) 
to : 

'H-NMR (DMS0-d 6 ) <5 : 

6. 18 (1H, s) . 6. 78 (1H, s) , 6. 99-7. 18 (4H, m) , 7. 26-7. 30 (4H, n) , 7. 84 (1H, t, J= 
8Hz) , 8. 00 (1H, d, J=8Hz) , 8. 38 (1H, s) , 8. 47 (1H, d, J=8Hz) , 8. 82 (1H, brs) , 10. 58 
(2H, brs) 

nmm 3 (20) 

Z-3-[4-(4-^:>D^>if>7,;i/*-;VT5 J) 7iz;H-3-7xz;^n^/ 

Hkjft': 146-148 "C 
'H-NMR (DMS0-d 6 ) 6 : 

6. 20 (1H, s) . 7. 02-7. 34 (9H, m) , 8. 01 (2H, d, J=9Hz) , 8. 39 <2H, d. J=9Hz) , 8. 80 (1H, 
brs), 10. 54 (1H, brs), 10. 68(lH,brs) 

mmm 3(21) 

Z-3- [2-2 n n-5- (2-± 7 2 U>X)lft—JlT B. J ) 7i~jH -3-:7 
u^J t Hn^AmWb^#»36) 
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flfcjft : 173-175 <C 
'H-NMR (DMS0-d 6 ) a : 

6. 41 (1H, s) , 6. 80 (IE d, J=9Hz) , 6. 93 (1H, d, J=3Hz) , 7. 06-7. 10 (3H, n) , 7. 24-7. 28 
(3H, m) , 7. 64-7. 73 (3H, m) , 8. 03 (1H, d, J=8Hz) , 8. 08 (IE d, J=8Hz) , 8. 13 (1H, d, J= 
8flz) , 8. 37 (IE s) , 8. 91 (IE brs) , 10. 40 (1H, brs) , 10. 70 (IE brs) 

nmms (2 2) 

Z-3-[2-£7Un-5-(3, b*-M>1?>^M^75 J) 7i-JH-3- 

7in;^n^/ fc Hn^r-!J-Att(fls^«37) 

: 127-130 *C 
'H-NMR (DMS0-d 6 ) <5 : 

3. 68 (3E s) , 3. 81 (3E s) , 6. 44 (IE s) , 6. 86 (1H, d. J=3Hz) , 6. 98-7. 08 (4H, m) , 

7. 18-7. 37 (6E m) , 8. 89 (IE brs) , 10. 11 (IE brs) , 10. 69 (IE brs) 

nmm 3(23) 

tt« : 

'H-NMR (DMS0-d B ) <5 : 

3. 78 (3E s) , 3. 81 (3H, s) , 6. 12 (IE s) , 6. 68 (IE d, J=8Hz) , 6. 75 (IE d, J=7Hz) , 
6. 83 (IE s) , 6. 96-7. 05 (6H, ffl) , 7. 14-7. 20 (2E m) , 7. 59-7. 62 (5H, m) , 8. 83 (1H, 
brs) , 10. 06 (IE brs) , 10. 21 (IE brs) , 10. 63 (IE brs) 
MM ffl 3 (2 4) 

3, 3-tfx [3- (4-^ h^^^>"M)V7S.y)yjL—M 7*n^;tHnm 
ft (<fbi§r%39) 

*- It& : 198-200 "C 
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'H-NMR (DMS0-d 6 ) 6 : 

3. 83 (6H, s) , 6. 25 (1H, s) , 6. 93 (1H, d, J=8Hz) , 6. 97 (1H, d, J=8Hz) , 7. 04 (4H. d, 
J=8Hz) , 7. 30-7. 36 (2H. m) , 7. 56 (IB. s) , 7. 68 (1H, s) . 7. 82-7. 85 (2H, m) , 7. 93-7. 95 
(4H, n) , 8. 83 (1H, brs) , 10. 08 (1H, brs) , 10. 13 (1H, brs) , 10. 63 (IE brs) 
3 (25) 

3, 3-k'x [3-(4-^nq&^>if>^;i,5js-;PT5y) :/n^y t Hn 

*-U\klltfb^«&40) 

SKA : 137-141 V 
'H-NMR (DMSO-d 6 ) c5 : 

6. 16 (1H. s) , 6. 75 (2H, dd, J=2Hz, 8Hz) , 6. 86 (IE s) , 6. 88 (1H, s) , 7. 02 (2H, d, 
J=8Hz) , 7. 20 (2H, dd, J=2Hz, 8Hz) , 7. 57-7. 60 (4H, m) , 7. 70 (2H, d, J=8Hz) , 7. 75 (2H, 
d, J=8Hz) , 8. 86 (1H, brs) , 10. 37 (2H, brs) , 10. 65 (IE brs) 

mmm 3 (26) 

3, 3-fc'x [3-(2-~ hn^s>-tf>x;V^n^T^/) 7i^] ^nvt Hn 
^ritAm(fb^41) 

'H-NMR (DMS0-d 6 ) <5 : 

6. 16 (IE s) , 6. 76-6. 80 <2E m) . 6. 89 (IE s) , 6. 93 (IE s) , 7. 07 (2H, d, J=8Hz) , 

7. 20-7. 24 (2H, m) , 7. 71-7. 85 (6H, m> , 7. 92-7. 97 (2H, n) , 8. 84 (IE brs) , 10. 65 (IE 
brs), 10. 68 (2H, brs) 

mmm 3(27) 

3, 3-t:X [3- (3-~ hW<>1£>7,)l>ft~JlT^;) 7 ^;tHD 
^ItAgg Wb«&«&42) 

'H-NMR (DMS0-d 6 ) 5 : 
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6. 15 (1H, s) , 6. 74-7. 21 (8H, m) , 7. 77-7. 86 (2H, m) , 7. 99-8. 05 (2H, m) , 8. 44-8. 46 
(4H, m) , 8. 81 (1H, brs) , 10. 51 (2H, brs) , 10. 62 (1H, brs) 

mmm 3(28) 

3, 3-t*X [3-[3-C7 ^)V^=f-)V7,)V^)V) T^J] 7i-JH ^ytF 
n^Agt(te^#J43) 

mm : 

•H-NMR (DMS0-d 6 ) <5 : 

4. 40 (2H, s) , 4. 45 (2H, s) , 6. 28 (1H, s) , 6. 86 (2H, d, J=8Hz) , 7. 02-7. 34 (10H, m) , 

7. 99-8. 05 (2H. m) , 8. 44-8. 46 (4H. m) . 8. 85 (1H, brs) , 9. 85 (2H, brs) , 10. 69 (IE 
brs) 

mmm 3(29) 

3, 3-b*X [3- (3, 4-i^ h*>^>1f>X;^-;i/T^/) 7x^JH 7°U^; 

>&®l : m&ffi&mm* 

: 132-135 V, 
'H-NMR <DMS0-d 6 ) 5 : 

3. 68 (3H, s) , 3. 73 (3H, s) , 3. 78 (3H, s) , 3. 80 (3H, s) , 6. 12 (1H, s) , 6. 62-7. 33 (14H, 
m) , 8. 81 (1H, brs) , 10. 00 (1H, brs) , 10. 14 (1H, brs) , 10. 63 (1H, brs) 

m-mms o o) 

Al£ (lb^J45) 

14^ : wim&mm 

m& : 128-131 <C 
'H-NMR (DMS0-d 6 ) «5 : 

6. 09 (1H, s) , 6. 44 (1H, d, J=8Hz) , 6. 62 (1H, d, J=8Hz) , 6. 61-6. 87 (2H, m) , 7. 01-7. 07 

(4H, m) , 7. 58-7. 70 (6H, m) , 7. 94-8. 10 (6H, m) , 8. 34 (1H, s) , 8. 38 (1H, s) , 8. 82 (1H, 
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brs) , 10. 32 (2H, brs) , 10. 62 UH, brs) 

mmm 3 ( 3 1 > 

3, 3-H* [3-(8-^y u >x;i//^zi;i/T^ /) 7xzM yn^y t 

141* : ®k&%£m&m3z 
fifcj& : 152-156 «C 
'H-NMR (DMS0-d 6 ) 6 : 

5. 91 (1H, s) , 6. 19 (1H, d, J=8Hz) , 6. 47 (1H, d, J=8Hz) , 6. 69 (1H, s) . 6. 82-6. 89 (2H, 
m) , 6. 95-6. 98 (3H, m) , 7. 57-7. 69 (4H, m) , 8. 20-8. 25 <4H, m) , 8. 44 (1H, dd, J=2Hz. 
8Hz) , 9. 02 (2H. t, J=4Hz) , 8. 50 (1H, dd. J=2Hz, 8Hz) , 8. 76 (1H, brs) , 10. 05 (2H, 
brs), 10. 52 (1H, brs) 

mmm 3 (32) 

2~7)lJru-Z, 3-fcfT, [3-{4-Xh^->^>if>7.^-;i/T^/) 7xZJW y 
'H-NMR <DMS0-d 6 ) 5 : 

3. 78 (6H, s) , 6. 40 (1H, d, J=8Hz) , 6. 79 (IE d, J=7Hz) , 6. 89-7. 25 (8H, m) , 7. 52-7. 63 
(6E m), 10. 11 <ia brs), 10. 32 (2H, s), 11. 25 (1H, s) 

mmms (3 3) 

1- yfy-Xu-z, 3-t'T, [3- (2--hn^>t*>^j^-jl/75;) 7x-;H 7"n 
t H D^riJ-^K (teiir$>48) 

tttt : life©* 
'H-NMR (DMS0-d 6 ) 6 : 

6. 91-7. 30 (8H, m) , 7. 67-7. 95 (8H, m) , 9. 20 (1H, s) . 10. 79 (IE brs) , 11. 25 (1H, s) 
MffiM3 (3 4) 

2- ?)\,*u-z, 3-tf* [3-(8-3v u >^;^n;i^T^ /) ?^~M yn^y b 
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BUS : 150-153 "C 
'H-NMR (DMS0-d 6 ) <5 : 

6. 54 (1H, d, J=8Hz) , 6. 88-7. 01 (6H, m) , 7. 57-7. 72 (5H, m) , 8. 18-8. 28 (4H, m) . 8. 47- 
8. 53 (2H, m) , 9. 05 (1H, dd, J=2Hz, 4Hz) , 9. 09 (1H, dd. J=2Hz, 4Hz) , 9. 16 (1H, brs) , 
10. 10 (1H, brs), 10. 20 (1H, brs), 11. 17 (1H, s) 

mmm 3 (35) 

2-*5F;i/-3, 3-tfx [3- (4-* h^->^>-fef>^;u^;uT^ J) y^-j]/] y°u 
^ j t h n^r+rAm {fc&mm 

'H-NMR (DMS0-d 6 ) 6 : 

2. 50 (3H, s) , 3. 77 (3H, s) , 3. 78 (3H, s) , 6. 55 (1H, s) , 6. 59 (1H, d, J=8Hz) , 6. 80-7. 00 
(9H, m) , 7. 06 (1H, t, J=8Hz) , 7. 20 (1H, t, J=8Hz) , 7. 50 (2H, d, J=8Hz) , 7. 60 (2H, d, 
J=8Hz) , 8. 70 (1H, brs) , 10. 02 (1H, brs) , 10. 14 (1H, brs) . 10. 45 (1H, brs) 
(1) 

Z-3- [3- (4- ^ h ^ > V^C )V y 5 / ) 7 — M -3- y ^ — )V 7° u ^ >M (it 

Z-3-13-75 ; 7i=;H-3-7x^^n^>8lf ;VXXr;V267 mg£tr u 
v>3 mL tfcifU-^ h^y^>^J^DU K341 mg^tJOAfco 17P#fRI« 

^/-;W6 mL*fci&fl¥U 5%7KMib±hU^A4 mL£tn*-T70 rTfJn&giJfcb 
fee 2P#W^ ^^/-;i/S:«JBETe*b, BS^5X*ftK^pH ltUftKx^l/ 
15 mL X 3-CjflfflL&. mmmZMtb. zKT&itU «6*fflE»Tif^^t7AT? 
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'H-NMR (DMS0-d 6 ) 6 : 

3. 83 (3H, s) , 6. 38 (IE s) , 6! 91 (1H, d, J=7Hz) . 7. 02-7. 06 (3H, m) , 7. 31-7. 40 (4H, 
m) , 7. 59 (1H, s) , 7. 85-7. 96 (4H, m) , 10. 11 (1H, brs) . 12. 32 (1H, brs) 
mMM4 (2) 

mmm4 en tisiitbT, otoi^iis 2^^b7t„ 

Z-3-[4-(4-^ h^r>-^:>-if>X;l/7}N~;VT5 /) 7x-JW-3-7xZ^7°0^ 
>IS (fcl^352) 
'H-NMR (DMS0-d 6 ) 5 : 

3. 80 <3H, s) , 6. 25 (1H, s) , 6. 99-7. 18 (8H, m) , 7. 33-7. 37 (3H, m) , 7. 70-7. 73 (2H, in) , 
10. 26 (1H. brs), 12. 08 (1H, brs) 
mmM5 (1) ~5 (2) 

mmms (i) tuitux, j^t©^-&#? 5 3 5 4 §^-^Lfe 0 

^»J5 (1) 

Z-3-[3- (4-^ h^v^O-V^I/X^y) 7 sc—M -1-7 x. -)l7u^y t: H n 
3f 1r ABt Wb^*53) 

MM. : 134-137 *C 
•H-NMR (DMS0-d 6 ) <5 : 

3. 84 (3H, s) , 6. 29 (1H. s) , 6. 82-6. 90 (11H, m) , 7. 95 (2H, d, J=8Hz) , 8. 82 (1H, brs) , 
10. 07 (1ft brs) . 10. 59 (1H, brs) 

mmms (2) 

Z-3- [4- (4-^ h^->^>if>X;i/^^;i/T5 J) 7x-JH-3-7x-Jl/7°n^ 
: 188-191 t: 
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'H-NMR (DMS0-d 6 ) <5 : 

3. 81 (3H, s) , 6. 17 (1H, s) , 6. 98-7. 13 (8H, ffl) , 7. 34-7. 73 (3H, m) , 7. 73 (2H, d, 
J=9Hz) , 8. 79 (1H, brs) , 10. 25 (1H, brs) , 10. 54 (1H, brs) 
mmM6 (1) 

Z-3- [3- [3- (4-* h^y^^M ? WT F] 7^~M -Z-7 x.~)V7°U^>WL 
(<fb1§>#)55) (Dt;J& 

Z-3-(3-T^7 7x-JH-3-7xnjl/^n^>ixf;i/XXTJH33 mg£#n 
n/Js;VA3 mL*K:^$?L4-* h^->7i^K Vv7t- h75 mg£in*.fco 2 

^X5P;M5 mLx3-e}fttBLfeo 7X1?^ U mykfiiM-? if * 

'H-NMR (DMS0-d 6 ) <5 : 

3. 71 (3H, s) , 6. 35 <1H, s) , 6. 75 (1H. d, J=7Hz) , 6. 85 (2H, d, J=9Hz) , 7. 26-7. 42 (10H, 
m) , 8. 41 (1H, brs) , 8. 65 (1H, brs) , 12. 16 (1H, brs) 

mmmQ (2) 

mt&WQ (1) tmmizisT. £kT<Dik&m5 6&&mi>%i 0 

Z-3- [3- [3- (4-* f + y7i^iH h*] 7i-JH-3-7x^7"D^ 

>MHb^56) 
■H-NMR (DMS0-d 6 ) 6 : 

3. 75 (3H, s) , 6. 35 <1H, s) , 6. 89-6. 91 (3H, m) . 7. 25-7. 39 (9H, m) , 7. 60 (1H, d. 
J=9Hz) , 9. 56 (1H, brs) , 9. 70 (1H, brs) , 12. 20 (1H, brs) 
mmM7 (1) ~ (2) 
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mmM7 (i) 

Z-3- [3- [3- (4-* h^-z/y^—Jl) H] 7x-;W-3-7i^D^;k 

h*D^U-Am(>fb^57) 

Hfej^ : 190-192 <C 
'H-NMR (DMS0-d 6 ) 6 : 

3. 72 (3H, s) , 6. 28 (1H, s) , 6. 78 (IE d, J=8Hz) , 6. 86 (2H, d, J=9Hz) , 7. 21-7. 44 (10H, 
m) . 8. 39 (1H, s) , 8. 61 (1H, s) , 8. 83 (1H, brs) , 10. 58 (IE brs) 
mffiM7 (2) 

Z-3- [3- [3- (4-^ V3r*/7x.-)]/)ttO W H] 7ocn;H -3-7xz;i/7°n^ 
ytl«DWK(^»58) 

ife* : 176-179 *C ' 
■H-NMR (DMS0-d 6 ) 5 : 

3. 74 (3H, s) , 6. 27 (1H, s) , 6. 87-6. 89 (3H, m) , 7. 22-7. 54 (10H, m) , 8. 85 (1H, brs) , 
9. 52 (1H, brs) , 9. 72 (1H, brs) , 10. 55 (1H, brs) 

mmms en 

z-3- [3- [N- (4-* h ^->^ >if >x;v7fr-;w -n-* ^ y ] 7 x. —M -3- 

Z-3- [3- (4-* h^ri/^>if>7,;l/^;i/T^y) 7xn;l/]-3-7x-;V7 a D^ 
>txfJH7f^ 210 mg£N, N-^^f^*M7$ F5 nLte«a?U zkpftft; 
th'J^A 27 mg (60% in oil) Srin*.*!:. **^fXO»^*«JK*ofe«, «fc 
■Sfc^^HOO /*L§Jn*.fc. 21B9M30^a, tKIO mL«h^x^;H5 mL^DD^. 
fc., *rfcJP**MfcU 7kS££ SfcBMfcX^HB mL x 3T#JffiL&. 
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$«ETWib, £«£&5X&ffi-CpH litftll?JH5 mL X3 -Tft&fcBbfco 

£bfc„ H#£bT8tfBfl5£«&0. 14 g&fifc. 
'H-NMR (DMS0-d 6 ) 5 : 

3. 07 (3H, s) , 3. 80 (3H, s) , 6. 37 (1H, s) , 6. 77 (1H, s) , 7. 02 (2H, d, J=9Hz) , 7. 06 (2H, 
d. J=8Hz) , 7. 18-7. 23 (4H, m) , 7. 36-7. 43 (5H. m) , 12. 23 (1H, brs) 
mffiM8 (2) ~ (3) 

mmms en -hi^cbx, 0-^*6 1 *^i/fc. 

H»8 (2) 

Z-3- [3-[N- (4-* h^r^>if>x;i^^-;|/)-N— f V7*nt!JV7 5 7 3 
'H-NMR (DMS0-d 6 ) «5 : 

0. 97 (6H, d, J=7Hz) , 3. 79 (3H, s) , 4. 47 (1H, septet, J=7Hz) , 6. 37 (1H, s) , 6. 22 (1H, 
s) , 6. 99 <2H, d, J=9Hz) , 7. 12-7. 21 (4H, m) , 7. 40-7. 44 (4H, m) , 7. 61 (2H, d, J=9Hz) , 
12. 26 (1H, brs) 

mmms (3) 

Z-3- [3- [N- (2-- h n ^ >if ;P2K n )V) -N-^WS7]7 x ~ ;H -3- y 
x-Jl/^P^>m Mb^61) 
'H-NMR (DMS0-d 6 ) <5 : 

3. 28 (3H, s) , 6. 38 (1H, s) , 6. 97 (1H, s) , 7. 1 1 (1H, d, J=8Hz) , 7. 22-7. 40 (7H, m) , 
7. 57-7. 59 (1H, m) , 7. 69 (1H, t, J=8Hz) , 7. 85-7. 88 (lH.nO. 7. 96 (1H. t, J=8Hz) . 
12. 25 (1H. brs) 

mmm 9 ( 1 ) ~ 9 (17) 

mmms en tmm\zLx, rt©^%6 2-^7 6 s^ifc. 
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mmM9 (i) 

Z-3- [3- [N- (4-* h + >if >X ^)V7 ^ S]7jl ~JV] -3- 

•H-NMR (DMSO-d 6 ) <5 : 

3. 07 (3H, s) , 3. 80 (3H, s) , 6. 30 (1H, s) , 6. 74 (1H, s) , 7. 01-7. 44 (12H, m) , 8. 85 (1H, 
brs), 10. 60 (IE brs) 

mmm9 (2) 

z-3- [3- [N- (4-^ h^->^>-tf>x;^*n;i/)-N--f vr/ntf^T^ /] 7n 

'H-NMR {DMS0-d 6 ) <5 : 

0. 95 (6H, d, J=6Hz) , 3. 79 (3H, s) , 4. 43 (1H, m) , 6. 29 (1H, s) . 6. 61 (1H, s) , 6. 97 (2H, 
d, J=8Hz) , 7. 09-7. 39 (8H, m) , 7. 60 (2H, d, J=8Hz) . 8. 83 (1H, brs) , 10. 62 (1H, brs) 
^I«!l9 (3) 

Z-3- [3- [N- (4-;* h >x;P/fr- ;W -N-I^7S 7] 7xr;W -3- 

: &n&mm 

•H-NMR (DMS0-d 6 ) <5 : 

1. 00 (3H, t, J=8Hz) , 3. 50 (2H, a, J=8Hz) , 3. 78 (3H. s) , 6. 30 (1H, s) , 6. 61 (IE s) , 
6. 99 (2H, d, J=7Hz) , 7. 08-7. 39 (8H, n) , 7. 60 (2H, d, J=8Hz) , 8. 85 (1H, brs) , 10. 60 
(IE brs) 

mmm9 u> 

Z-3- [3- [N- (2-j- 7?U>X -N-^ >yJ|/75 /] 7xZJH -3- 7 x. 
-)\,7°w<.J h Fn^+rA^Wb^65) 
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ttjft : 88-90 t: 
'H-NMR (DMS0-d 6 ) <5 : 

4. 80 (2H, s) , 6. 23 (1H, s) , 6. 77 (1H, s) , 7. 07-8. 27 (20H, m) , 8. 88 (1H, brs) , 10. 59 
(1H, brs) 
mmM9 (5) 

Z-3- [3- [N- (2-^ 7 2 V>7.)V*~))/) -N- (2-7x-;l/XfJH 75/] 7i- 
JW-3-7i-J^n^/kKnmi UtttW 6 6) 

: 127-129 <C 
'H-NMR (DMS0-d 6 ) <5 : 

2. 72 (2H, in) . 3. 84 (2ft t, J=7Hz) , 6. 25 (1H, s) , 6. 71 (1H, s) , 6. 94-7. 32 (13H, n) , 

7. 65-7. 74 (3H, m) , 8. 02-8. 17 (3H, m) , 8. 27 (1H, s) , 8. 84 (1H, brs) , 10. 59 (1H, brs) 

mmm9 (6) 

Z-3- [3- [N- (2-i- 7 ? V frfr— )V) -N- (3- 1° U z?)V*fM 7$7]7i^ 
M -3-7 xz;^d ^ / b F a ^irA t Hb^ti67) 

MM* : 168-170 V. 
'H-NMR (DMSO-d 6 ) (5 : 

4. 84 (2H, s) , 6. 23 (lft s) , 6. 78 (1ft s) , 6. 84-7. 31 (9ft m) , 7. 67-7. 74 (4ft m) , 8. 02- 

8. 17 (3H, m) , 8. 42-8. 43 (3H, m) , 8. 95 (lft brs) , 10. 60 (lft brs) 
mmM9 (7) 

Z-3- [3- [N- (4-r. bn^>i£ >XJV*^JK-N-^?;i/7 5 /] 7xn;V] -Z-7 
^~)17°U^/ b F o^Ai (^-§-^68) 

: 153-155 t 
'H-NMR (DMS0-d 6 ) <5 : 
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3. 16 (3H, s) , 6. 29 (1H, s) , 6. 77 (1H, s) , 7. 08-7. 37 (8H, m) , 7. 90 (2H, d, J=9Hz) , 8. 33 
(2H, d, J=9Hz) . 8. 85 (1H, brs) , 10. 60 (1H, brs) 

mmrnv (8) 

Z-3- [3- [N- (2-~ h D^>if >7s;i/^-;i/)-N-^5 1 ;WT^ 7] 7 x.~)V] -1-7 

: m^&m^ 

J H-NMR (DMS0-d 6 ) 6 : 

3. 28 (3H. s) , 6. 33 (1H, s) , 6. 89 (1H, s) , 7. 10-7. 40 (8H, m) , 7. 87-7. 95 (2H, m) , 8. 26 
(1H, s) . 8. 55 (1H, m) , 8. 86 (1H, brs) , 10. 62 (1H, brs) 
H»19 (9) 

Z-3- [3- [N- (3-~ h n ^ >i£ >7> Jl>-fc—M -N-pt <3F)V 7 ^ / ] 7 1 =;M -3- 7 
'H-NMR (DMS0-d 6 ) <5 : 

3. 22 (3H, s) , 6. 31 (1H, s) . 6. 95 UH, s) , 7. 09 (1H, d, J=8Hz) , 7. 16-7. 17 (2H, m) , 7. 26 
(1H, d, J=8Hz) , 7. 36-7. 39 (4H, m) . 7. 64 (1H, d. J=9Hz) , 7. 71-7. 75 (1H, m) , 7. 86 (1H, 
t, J=8Hz) , 7. 95 (1H, d, J=8Hz) , 8. 87 (1H, brs) , 10. 63 (1H, brs) 

mmm 9(10) 

Z-3- [3- [N- {4-T ^ J ^>if >7>Jl-fc-)V) <?)V7 5/]7 i^JH -3- 7 
'H-NMR (DMS0-d 6 ) 6 : 

3. 02 (3H, s) , 6. 03 (2H, brs) , 6. 28 (1H, s) , 6. 52 (2H, d, J=9Hz) , 6. 82 (1H, s) , 7. 00 
(1H, d, J=7Hz) , 7. 10-7. 15 (5H, m) , 7. 29 (1H, t. J=8Hz) , 7. 38-7. 39 (3H, m) , 8. 81 <1H, 
brs), 10. 55 (IE brs) 

mmm 9(11) 

42 



WO 02/18326 



PCT/JP01/07292 



Z-3- [3- [N- (2-^- 7 *? V >7> ^)V7 5 /] 7 —M -3-7 a: ~ 

jvy°u^y k H n^i (<fb^72) 

'H-NMR (DMSO-d 6 ) 6 : 

3. 19 (3H, s) , 6. 27 (1H, s) , 6. 84 (1H, s) , 7. 04-7. 35 (9H, m) , 7. 48 (1H, d, J=8Hz) , 
7. 66-7. 74 (2H, m) , 8. 14 (1H, dd, J=5Hz, 9Hz) , 8. 17 (1H, d, J=9Hz) , 8. 29 (1H, m) , 8. 86 
(1H, s) , 10. 60 (1H, brs) 

mum 9(12) 

Z-3- [3- [N- (8-^ / U >7JV*-JV)-N-^^75;]7i^H-3-7i^V 
'H-NMR (DMS0-d 6 ) 5 : 

3. 63. (3H, s) , 6. 19 (1H, s) , 6. 61 (1H, s) , 6. 81-7. 36 (8H, m) , 7. 64-7. 68 (2H, m) , 8. 19 
(1H, d, J=8Hz) , 8. 27 (1H, d, J=9Hz) , 8. 49 (1H, d, J=9Hz) , 8. 81 (1H, s) , 9. 05 (1H, s) . 
10. 54 (1H, brs) 
mffiM9 (1 3) 

Z-3- [3- IN- (5- (5? j* J ) -\-±7$> V >X -N-* 5 J ] 

: 

tt£ : 96-99 "C 
'H-NMR (DMSO-d,) 5 : 

2. 79 (6H, s) , 3. 20 (3H, s) , 6. 24 (1H, s) , 6. 83 (1H, s) , 6. 98-7. 02 (3H, m) , 7. 17-7. 41 
(7H, n) , 7. 60 (1H, t, J=9Hz) , 7. 87 (1H, d. J=9Hz) , 8. 05 (1H, d, J=7Hz) , 8. 47 (1H, d, 
J=9Hz),8. 81 (1H, brs), 10. 57 (1H, brs) 
m&M9 (14) 

Z-3- [3- [N- (3, i-i?* h^r^^>if>x;i/*n;i/)-N-^5 : -;PT^ /] y x.- 
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M -3-7 i=;^a^/ 1 H n^Ai (^«75) 

WiA : 98-101 TC 
'H-NMR (DMS0-d 6 ) 6 : 

3. 09 (3H, s) , 3. 62 (3H, s) , 3. 80 (3H, s) , 6. 30 (1H, s) , 6. 56 (2H, m) . 7. 05-7. 38 (10H, 
m).8. 84 (1H, brs), 10. 61 (1H, brs) 

mmm9 (is) 

Z-3- [3- [N- (2, 5-^* h >7,;i/^-;i/)-N-^^;i/T^ 7] 7x" 
M -3-7x-;V7°n^yt Fn^Aj^Wb^76) 

M& : 151-153 *C 
'H-NMR (DMS0-d 6 ) <5 : 

3. 30 (3H, s) , 3. 66 (3H, s) , 3. 72 (3H, s) , 6. 26 OH. s) . 6. 93-7. 23 (12H, m) , 8. 83 (1H, 
brs), 10. 60 (1H, brs) 

mmw9 (i6) 

3, 3-tfx [3-[N-(4-^ h^->^>if>x;u^n;n-N-^^;VT$y] yaL-M 

'H-NMR (DMS0-d 6 ) 5 : 

3. 06 (3H. s) , 3. 08 (3H, s) . 3. 81 (3H, s) , 3. 85 (3H, s) , 6. 26 (1H, s) , 6. 81 (IE brs) , 
6. 96-7. 48 (15H, m) , 8. 89 (1H, brs), 10. 63 (1H, brs) 

nnm 9 (17) 

3, 3-tfx [3- [N- (4-^ h^^^>-fe*>x;p*-;H-N-x^;PT$y] y^—M 

'H-NMR (DMS0-d 6 ) 6 : 
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0. 90-0. 96 (6H, m) , 3. 46-3. 49 (4H, m) , 3. 79 (3H, s) . 3. 84 (3H, s) , 6. 26 (1H, s) , 6. 63 
(1H, m) , 6. 82 (1H, m) , 7. 00-7. 48 (14H, m) , 8. 88 (1H, brs) , 10. 62 (1H, brs) 

2- (4-* h^^>-if>XMn;V75y)-5-^hP^> , /7x/>(f^i 
79) 

2-75;-5-rhn^>77x;> 510 ng© If U S»*«4 mL*fc:4-* 

mmio mL tffim.x.^mo muzm^fc. &mm&ftmv, Ttz-vm&v, 

iT^i/7AtSiE S&S&MffiTSafebfc. y'J^M7A^O?h^ 
77^- (25 cc, ^nn^M) fcttU «Sfc^«n50mg£3SfiJfi!|£«&£: b 

mmm 1 o 

E-3-[2- (4-* h^^>t'>7;V*^75y)-5-^hn7xz;i/]-3-7x 

**fltf-hU£A90 mg (60% in oil) Ofh7kKn77>2 iL»»«lC, 
MTh'Jx?;m^/7tT- h430 mg0Th7t Hn77>M mL£ 
ITtfe. 2-(4-* h + i/^>t'>7>^z;i/75 y)-5-r h D^>V7x y > 
140 mg^iQ^.60-70 "C-CiHllS&«^bfc. 23^F^ fh7tF077>«)± 

«EET»»*S*bfc. 3SS§'>U*^jti7Afn7^77 
W-(200cc, ^i7->:gpmx5 1 ;i/ = 5:1) JctfU «IB^^«f80m g£2S&?ig 

Hk£ 126-129 "C. 
'H-NMR (CDClj) (5 : 

1. 19 (3H, t, J=7Hz) , 3. 84 (3H, s) , 4. 14 (2H, Q, J=7Hz) , 5. 88 (1H, s) , 6. 82-6. 89 (4H, 

m) , 7. 12-7. 70 (6H. m) , 8. 07 (IE d, J=3Hz) . 8. 17 (1H, dd, J=3Hz, 7Hz) 
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mmm 1 1 

E-3-[2- (4-* h^>^;>i£ >7v;V*n;i/T5 y*)-5-n hn 7iz;H-3-7i 

E-3- [2- (4-* h >7>;V^-;PT ^ y ) -5-~ hD7 x^JH -3- 7 ^ 
-^7*P^>^x^X7>f;V 160 mg&^^y~;P2 mL*fcig#b5*7Kl*fc:J- 
mL£;&O*.T50-60 ICTSP^^bfe, 8P#P*m y-;i/£MJBET 
g^L, ^^^5%m^^pH l£b@^Mx^;H5 mL X 3T?#jaiUfco ft&Jf & 

iej-y/f;WA7 5 h'3 isiUzmmiy. t h , D^^>Xh'J7 , /-;P 
80 mg, Sil-x?;i/-3- (3-^^^;i/75 7 7°D h» *MS?-f 3 K 70mg, N- 
pt^Jl/^jfrU >60 mg^t/0-(tert-y^;i/^^^;U->U;i/) t Hn^yjPTS 
>90 mg$JlS^J0A7to ZQmmMftmWVfrWL. ^«£@^X^;H0mLT^IR 

<Djr^)l&isVlJ5 s )lZi?2±&n*?ht??y'{ — (l0 cc, ^nn^^S^ 
nn^A^^y-^ = 30:1 ) £#biifeft;£-^14 mg&m&mm'mm^Z: 

: 182-185 "C 
'H-NMR (DMS0-d 6 ) 6 : 

3. 83 (3H, s) , 5. 67 (1H, s) , 7. 04-7. 60 {10H, m) , 7. 82 (1H, d, J=3Hz) , 8. 15 (1H, m) , 
8. 99 (1H, brs) , 9. 84 (1H, brs) , 10. 54 (1H, brs) . 

3- (3-- hp^>y>f;i/) f'Jy> Uk&m2) 

3-^>^-<;i/t:U^>10. 22 g£36«M52 mL*^fl?b, imTffiWtti U 

^7A6. 27 g^^bT-OjD^feo ^tMbm^bfco 3B#f^ MJS^^tK^K^ 

fcin^fco 20*7j^b^bU^AT<£ftju ^Mx^;n?^aibfeo ^S^tK 
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&&mm, tt*b, *t6isfttUT*e^b^*9.43 g£#fc„ 

Bfej£ : 73-76 *C 
1 2 

e, z-3- [3- (4-^ h * 5"* >^>x;u^-;ut ^;)7x ~;n -3- (3- tf u 
^p^^x^uxx^tf^TO)^-^ 

E, Z-3- (3-T ^ / 7 x -3- (3- fcf U 7° D ^ >HxfJHX t^H 4. 4 g 
£fc!US>>30 mL + fcaM*b4-* h^^>if >X;i/*x;i/^ P U K12.9 g * 

^Sfifll 1 3 

E, Z-3- [3- (4- * h ^ >i?>7; W^T5/)7i XJI/] -3- (3- tf U 

e, z-3- [3- (4-^ h * >-tf >x ;p^x;i/T 5;)7i x;w -3- (3- tf u sw) 

7'D^>il9 : ;H7f;i/6. 80 g£^#PP;*^>50 mUCi^Um-^ D Pi&^ 
S#M10.8 g^in^.jt^bfe 0 19B#^, S^ig^S^PP^^lOO mLTff 

was & as jjcM*^ a -vmrnt. mmrmm &m3k~?%z£\z£.vmm 

'H-NMR (CDC1 3 ) (5 : 

1. 09 (3H, t, J=7Hz) , 1. 20 (2H, t, J=7Hz) , 3. 82 (2H, s) , 3. 83 (3H, s) , 4. 03 (2H, t, 
J=7Hz) , 4. 06 (4/3H, t , J=7Hz) , 6. 38 (1H, s) , 6. 40 (2/3H, s) , 6. 88-7. 34 (1 3H+2/3H, 
m) , 7. 67-7. 71 (3H, m) , 8. 00 (1H, s) , 8. 03 (2/3H, s) , 8. 21-8. 23 (1H, m) , 8. 27 (2/3H, 
d,J=8Hz) 
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mmM 1 4 

E. Z-3- [3- [M- (4-* h^ri'^>t < >Xi^;W -N-^f V b°Jt/75 / ] 7 x 
~M -3- (3-tf U N-^-^v- F) ya^>mx^;PxXT-;KYb-^#?85) 

E, Z-3- [3- (4- * b^^>^f>X)l^>yS. H) :7xx;W-3-(3-tfU^;V N- 
^^Fl^n^^XfMXfJV 0.92 gSNJ-y^^WT^ F4 mL 
h W A 0.09 g(60% in oil) £2in;Lfco zMiitfX©^^ 

mm^mm^jizQ mix-^h^ mL x2-?m&v*i 0 mmm^my^m^^ 

hPyy* -tcttL (30cc, i7Dn^;VA^C ^ an^^A : — )V 

= 100:1) ^fE^#l©^%0. 35 g£^£fa^£ LT^fc. 
'H-NMR (CDC1 3 ) <5 : 

1. 02 (3H, d, J=7Hz) , 1. 07 (6H, d, J=7Hz) , 1. 15 (3H, t, J=7Hz) , 1. 21 (1. 5H, t, J=7Hz) , 
3. 85 (3H, s) , 3. 90 (1. 5H. s) , 4. 07 (2H, <l J=8Hz) , 4. 12 (1H, <L J=8Hz) , 4. 57-4. 62 
(1. 5H, m) , 6. 375 (1H, s), 6. 381 (0. 5H, s) , 6. 88-6. 96 (4H, m) , 7. 07-7. 39 (8H, m) , 
7. 62-7. 66 (3H, m) , 8. 05 (0. 5H, s) , 8. 1 1 (1H, s) , 8. 19 (1H, d, J=8Hz) , 8. 22 (0. 5H, d, 
J=8Hz) 

mmm 1 5 

E, Z-3- [3- [N-(4-^h^y^>-if>X;toH-N-fV^n^75;]7x 
~M -3- (3-tfU ¥M 7"n^>^xfjVxxf^ Mfr&*86) 

E, z-3- [3- [N- (4-y h * - ;v) -N—f V 7"D t°;VT 5 y ] y x 
-;H-3-(3-t!U5^;V N-^S^F) yn^>mx^;Pxx^;H.76 g£@mi5 
■L*fc*#b, «t© 0.71 g^JP^.T70-80 1P#KS^ ^ififciM 
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^— (lOOcc, ^DP3f;;VA^6 ^nn/is;i/A : = 100:1) 

*Efc'&*©«^*l. 39 g»teMittTife= 
1 6 

^J609 2 (1) tmMteV* ^^C^'J^W^A^OTh^yy^f- 
(600cc, ^nn/fr;i/A#>£^nn2fr;VA : *?J—)V=40 : 1) fc#-T;i<hk: 

e-3-[3-[n-(4-^ h^v^>if>7.;v^^;w-N— r y^o y] y^- 

M -3- (3-tfU^;W 7n^>Bfe Mb-&%87) 
'H-NMR (DMS0-d 6 ) <5 : 

0. 96 (6H, d, J=7Hz) , 3. 80 (3H. s) , 4. 46 (1H, septet, J=7Hz) , 6. 49 (1H, s) , 6. 66 (1H, 
s) , 6. 66-7. 03 (2H, m) , 7. 13-7. 19 (2H, m) , 7. 42-7. 54 (3H. m) , 7. 57-7. 62 (2H, m) , 
8. 58 (1H, d, J=2Hz) , 8. 59 (1H, d, J=2Hz) , 12. 42 (1H, brs) 

mmmi i en ~ (5) 
mmms en tmrn^vx^T^t^s 8Mt-a-ti9 2^^bfe 0 

E-3-[3-[N-(4-* h^r~>^>-tf>X;V^-;i/) -N--f V 7°U \f.)VT 5 / ] 7 x.— 
M -3- (3-tf U 5?;W Homt (fc-a-#l88) 

: m&mmmmm 

: 158-160 *C 
'H-NMR (DMS0-d 6 ) <5 : 

0. 96 (6H, d, J=7Hz) , 3. 80 (3H, s) , 4. 43 (1H, septet, J=6Hz) . 6. 38 (1H, s) , 6. 65 (1H, 
s) , 6. 98 (2H, d, J=9Hz) , 7. 11 (1H, d, J=3Hz) , 7. 20 (1H, d, J=3Hz) , 7. 39-7. 50 <3H, m) , 
7. 61 (2H, d, J=8Hz) , 8. 39 (1H, s) , 8. 58 (1H, d, J=4Hz) , 8. 90 (1H, brs) , 10. 67 (1H. 
brs) 

mmmi 7 (2) 

E-3-[3-[N-(4-* h^^>^f>7,)V^^)V)-\i-^^)VT5. /] 7 -3- 
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(3-fcfU5*;M 7°w</ t Fo^-y-AH(ft#«89) 
'H-NMR (DMS0-d 6 ) 5 : 

3. 06 (3H, s) . 3. 81 (3a s) , 6. 38 (1H, s) , 6. 78 (1H, s) , 7. 02 (2H, d, J=9Hz) , 7. 08-7. 50 
(7H, m) , 8. 39 (1H, s) , 8. 56 (1H, d, J=4Hz) , 8. 92 (1H, brs) , 10. 65 (1H, brs) 

mmm n (3) 

E-3-[3-[N- (4-^ h*>"^>"£>7,)V°fc~)V) -K-y^)V7 2. /] 7 ^=.M-Z- 

(3-trus?;w ^D^/b Hn^-y-AmWb^90) 

'H-NMR (DMS0-d 6 ) a : 

0. 86 (3H, t, J=8Hz) , 1. 24-1. 32 (4H, m) . 3. 45 (2H, t, J=8Hz) , 3. 79 (3H, s) , 6. 38 (1H, 
s) , 6. 65 (1H, s) , 7. 00 (2H, d, J=8Hz) , 7. 12-7. 17 (2H, m) , 7. 37-7. 49 (5H, m) , 8. 38 
(1H. s) , 8. 57 (1H, dd, J=2Hz, 5Hz) , 8. 90 (1H, brs) , 10. 64 (1H, brs) 

mrnmi i u) 

E-3-[3-[N-(4-^ h^->^>if >X;W^-;i/)-N— f V^JV7 5 J \ 7 x." 
;W-3-(3-t!U5?;w yp^y fc Fn^-Aggtft:£-#791) 

'H-NMR (DMS0-d 6 ) <5 : 

0. 86 (6H, d, J=8Hz) , 1. 51-1. 54 (1H, m) , 3. 24 (2H, d, J=8Hz) , 3. 79 (3H. s) , 6. 38 (1H, 
s) , 6. 68 (1H, s) , 7. 00 (2H, d, J=9Hz) , 7. 12 (1H, d, J=8Hz) , 7. 18 (1H, d, J=8Hz) , 7. 36- 
7. 50 (5H, m) , 8. 39 (1H. s) , 8. 58 (1H, d, J=3Hz) , 8. 89 (IE brs) , 10. 64 (1H, brs) 

mmm 17(5) 

E-3- [3- [N- (3, h^v-^>if>x;U^n;V)-N-^^;PT5 7] 7 x~ 

M -3- (3-tf U yn^/kHn Wb^-%92) 

'H-NMR (DMS0-d 6 ) 5 : 
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3. 09 (3H, s) , 3. 67 (3H, s) , 3. 81 (3H. s) , 6. 39 (1H, s) , 6. 87-6. 89 (2H. m) , 7. 06-7. 49 
(7H, m) , 8. 41 (1H, s) , 8. 56 (1H, d, J=3Hz) , 8. 90 (1H, brs) , 10. 66 (1H, brs) 

mmm is (d 

E-3-[3-[N-(4-* b^->^>-£>X;W*-Jl/)-N-- T V:/Dtf;i/7== /] 7xZ 

;i/]-3-{3-tfU N-^-^r-> F) yu^y tFn^i (te"8-W3) 

E, Z-3-[3-[N-(4-^ h^>^>i£>*;V*n;i/)-N-- f V^n t?;i/T5 7] :7;t- 
;W-3-(3-tfU^;i/ N-^-^rv-F) ^°D^>mx^;i/X7s^;i/270 mg«:^^-y-> 
3 TnL\zmffil^5%7kM4k± FU«^2 mL^DA^"em#bfco lP#PiH40#m, ^ 
BET^^^^U ^^7jcr^bfe 0 5%^-epH^r5-6i:b^mx^ 

Si^^Lfc, ?SS®it&^0. 19 g^r*fS-r^ilt75:<N > N-> ? ^^;V^;i/AT 
^ Fl. 5 mUc}gjS¥U t Fn^^>Xh'J7 > /- 76 mg. ^l-x^;i/-3- 
f ^7 5 / h» * JV^^^T ^ H 114 mg, N-;* M^;]/tfc U >50 mg 
S.^o-(tert-^^;i/^^^;V-> 1 J;i/) t Fn^^7 5 > 123 mg^JiS^Sn^. 
fc. 22»m#bfcm, S^4>fc7K5 mL^Jn^-fc i7DDWA-fb7tF 

uy^yum (4:1) is mL x 3-e«HbLfco ±^mm^m^m^wm.^ 

(15 cc, ^nn3fs;i/i^^^^nn*^A:^^7— ;l/=25:l) fcttb^fB 
^#/34 mg£&£&$ft*<hLT#fco 

tt^ : m&mm 

'H-NMR (DMS0-d 6 ) 5 : 

0. 97 (6H, d, J=7Hz) , 3. 82 (3H, s) , 4. 45 (1H, septet, J=6Hz) , 6. 45 (1H, s) , 6. 66 (1H, 
s) . 7. 04 (3H, d, J=8Hz) , 7. 13 (1H, d, J=8Hz) , 7. 23 (1H, d, J=8Hz) . 7. 44 (2H, t, 
J=8Hz) , 7. 59-7. 64 (2H, m) , 7. 94 (1H, s) , 8. 26 (1H, d, J=7Hz) , 8. 95 (1H, brs) , 10. 68 
(1H, brs) 

mmmi s (2) - o) 
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mmmis a) tmm\zvx, kto^%9 4-^1 o i 
mmmi 8 (2) 

E-3- [3- [N- (4-* b *~>^ >if >^)\,*-)V) f;i/75 J 1 7 n;W -3- 
'H-NMR (DMS0-d 6 ) <5 : 

3. 07 (3H, s) , 3. 80 (3H, s) , 6. 46 <1H, s) , 6. 80 (1H, s) , 7. 04-7. 23 (5H, a) , 7. 36-7. 44 
(4H, m) , 7. 92 (1H, s) , 8. 24 (1H, d, J=6Hz) , 8. 97 (1H, brs) , 10. 66 UH, brs) 

mmm is (3) 

E-3- [3- N- (3,4-5?* h^v-^>if >^;V^-;W-N-^?^7 ^ /] 7x~ 

;i/]-3-(3-fcfU^ N-^v-H) yn^ykHnmi(ft^«i95) 

'H-NMR (DMSO-d 6 ) <5 : 

3. 08 (3H, s) , 3. 67 (3H, s) , 3. 81 (3H, s) . 6. 47 (1H, s) , 6. 89-7. 43 (9H, m) , 7. 95 <1H, 
s), 8. 21-8. 23 (IE ffl) , 8. 94 (1H, brs), 10. 66 (1H, brs) 

mmmi s (4) 

E-3- [3- [N- (3, 4-5?* h *5^>i? >^Jl/*^;W-N-^^7 ^ 7 ] :7;c~ 
;H-3-(4-t!U 5?;W yn^y k Kn^iJ-Aife Wb^»96) 

: ^^.^^ 
'H-NMR (DMS0-d 6 ) <5 : 

3. 05 (3H, s) , 3. 65 (3ft s) , 3. 86 (3H, s) , 6. 39 (1H. s) , 6. 77 (1H, s) , 6. 80 (1H, m) , 7. 05 
-7. 21 (6H. m), 7. 38 (1H. t, J=8Hz), 8. 53 (2H, d, J=6Hz) , 8. 94 (1H, brs), 10. 74 (1H, 
brs) 

nmm is ( 5 ) 

E-3- [3- DM3, 4-5?* h*>"*>l£> XJVft-JU) -N-*^;P7 ^ /] 7x- 
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;i/]-3-(4-tfU v>;V N-*^->F) Zfu^sJ\i^u^hM{it^m^l) 
'H-NMR (DMS0-d 6 ) <5 : 

3. 07 (3H, s) , 3. 68 (3H, s) , 3. 86 (3H, s) , 6. 31 (1H, s) , 6. 81 (1H, m) , 6. 89 (1H, m) , 6. 91 
-7. 41 (7H, m) , 8. 17 (2H, d, J=7Hz) , 8. 94 (1H, brs) , 10. 66 (1H, brs) 

nmm is c 6 ) 

E-3-[3-[N-(4-^ b^S>^>if>x;i/*^;V)-N-^^;VTS 7x"JV]-3- 
(4-fcfU z?)l N-^-> F) :/p^7 t Hnmt Mb-£tl98) 

'H-NMR (DMS0-d 6 ) 6 : 

3. 07 (3H, s) , 3. 81 (3H, s) , 6. 49 (1H, s) , 6. 74 (1H, m) , 7. 04-7. 45 (8H, m) , 8. 21-8. 32 
(3H, m) , 9. 02 (1H, brs) , 10. 78 (1H, brs) 

mmm 1 8 c i > 

Z-3-[3-[N-(4-^ h^ri/^>if >7v;U5jNn;i/)-N-^^;VT5 /] :7cc~;H-3- 
(4-¥Vz?)l> N-^:>F) ^n^;tHD^Al(^»9) 
: 

'H-NMR (DMS0-d 6 ) <5 : 

3. 07 (3H, s) , 3. 86 (3H, s) , 6. 30 (1H, s) , 6. 90 (1H, s) , 7. 09-7. 42 (9H, m) , 8. 17-8. 18 
(2H, m) , 9. 02 (1H, brs) . 10. 79 (1H, brs) 

mmmi 8 (8) 

E-3-[3-[N~(4-/> h^>'^>'t£>X;i'*-;M -N-/>^;P75 7] 7x-)H-3- 
(2-tfU^ N-3-^F) ^P^y t Pu3ry-I±MUk&m00) 
: 

'H-NMR (DMS0-d 6 ) 5 : 

3. 04 (3H, s) , 3. 86 (3H, s) , 6. 52 (1H, s) , 6. 87 (1H, s) , 7. 04 (2H, d, J=9Hz) , 7. 08 (IE 

d, J=9Hz) , 7. 16 (1H, d, J=8Hz) , 7. 27 (1H, t. J=8Hz) , 7. 39-7. 44 (5H, m) , 8. 23 (1H, d, 
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J=6Hz) , 8. 99 (1H, brs) , 10. 76 <1H, brs) 

mmmi 8 o) 

E-3- [3- [N- (3, 4-5^^ h =¥~>^ >if >7,)Vfc~)\>) -N-^ ^)V7 ^ / ] y ^~ 

;i/]-3-(2-tf u iVV) yn^;t Hn*i*-Am Wfc^ftioi) 

tt« : M^^tN 
'H-NMR (DMS0-d 6 ) 6 : 

3. 04 (3H, s) , 3. 6 1 (3fl, s) , 3. 84 (3H, s) , 6. 56 (1H, s) , 6. 74-6. 75 (1H, m) , 6. 99-7. 38 
(9H. m) , 8. 18-8. 19 (1H, m) , 8. 97 (1H, brs) , 10. 76 (1H, brs) 

(i) hmm\zvxskT<Dfc'&wi o 2&<&m\sfto 

E-3- (3-~ h -3- (3-tr u s?;w yD^>Hx?JHXr^ orb-£r#f 

102) 

: 67-68 XZ 
'H-NMR (CDCg 6 : 

1. 18 (3H, t, J=7Hz) . 4. 11 (2H, a, J=7Hz) , 6. 52 (1H, s) , 7. 32 (1H. dd, J=6Hz, 9Hz) , 
7. 54-7. 64 (3H, m) , 8. 12 UH, s) . 8. 30 (1H, d, J=8Hz) , 8. 59 (1H, s) , 8. 65 (1H, d, 
J=5Hz) 

mmm 1 9 

^1«!I13 (1) tmmizVXUT<Dit^mi 0 3£^Lfc 0 

E-3- [3- (4-* v^>if>7,;V^-;i/T5 7 ) y x =lM -3- (N-^v- F t! 

M£ : 153-155 t: 
'H-NMR (CDCI3) 6 : 

1. 08 (3H, t, J=7Hz) , 3. 83 (3H, s) , 4. 03 (2H, Q, J=7Hz) , 6. 37 (1H, s) , 6. 89-6. 92 (4H, 
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m) , 6. 97 (1H, s) , 7. 08 (1H, d, J=8Hz) , 7. 1 6 (1H. d, J=8Hz) , 7. 23-7. 27 (5H, m) , 7. 64- 
7. 69 (2H, m) , 7. 98 (1H, s) , 8. 20 (1H, d, J=7Hz) 

mmm 20 (1) ~ (15) 
mmmis (1) tHifcLtaTofli^ft 1 0 4-^* 1 1 8 fe^i 

ft. 

mmm 20(1) 

E-3- [3-(4-^ h^M>f>XJl/*^75;)7x ~ JV] -3- (3- If U S?;iO 
yoA/t HP^AH (^#1104) 

'H-NMR (DMS0-d 6 ) 6 : 

3. 81 (3H, s) , 6. 35 (1H, s) , 6. 82 (1H, s) , 6. 88 (1H, d, J=7Hz) , 7. 00-7. 05 (3H, m) , 7. 21 
(1H, t, J=8Hz) , 7. 35 (1H, m) , 7. 58 (2H, d, J=9Hz) , 7. 64 (2H, m) , 8. 30 (1H, s) , 8. 55 
(1H, s),8.98(lH,brs),10.00(lH,brs) 

mmm 20(2) 

E-3- [3- (4- ;* h * >if >7> )V 7577x ~ ;H -3- (2- tf 7 

^D^/t: Hn^rifAK ab^l05) 

: m&B* 
'H-NMR (DMS0-d 6 ) <5 : 

3. 81 (3H, s) , 6. 90-6. 92 (2H, m) , 6. 99-7. 08 (4H, m) , 7. 25 (1H, t, J=8Hz) ,7.63 (2H, d. 
J=8Hz) , 7. 90 (1H, s) , 8. 63 (1H, s) , 8. 68 (1H, s) , 8. 94 (1H, brs) , 10. 10 (1H. brs) , 
10.83(lH,brs) 

nnm 2 0 c 3 > 

E-3- [3- [N- (4-* h*^>if>X;i/*=JK>-N--f 7 7u tf JV7 5. /] "7 

;w-3-(2-tfu> ? ;w ^ykKami (-fb^ttioe) 

'H-NMR (DMS0-d 6 ) <5 : 
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0. 99 (6H, d, J=7Hz) , 3. 78 (3H. s) , 4. 47 (1H, m) , 6. 62 (1H. s) , 6. 80 (1H, i) , 6. 99 (2H, 
m) . 7. 04 (1H, s) , 7. 14-7. 20 (2H, m) , 7. 39-7. 43 (2H, m) , 7. 64 (2H, m) , 7. 80 (1H, m) , 
8. 64 (1H, s) , 8. 88 (1H. brs) , 10. 80 (1H, brs) 

HJBM2 0 (4) 

E-3- [3- [n- (l- if ^ u s? >x -n-* ^;i/T y ] 7xzjh -3- (2- tf u 
5?;W ^D^/tHnmiS (fl^#rl07) 

'H-NMR (DMS0-d B ) 6 : 

1. 44 (6H, s) , 3. 09 (3H, s) , 3. 24 (4H, s) . 6. 95 (1H. d, J=8Hz) , 7. 07 (IE s) , 7. 09-7. 10 
(1H. m) , 7. 25 (1H, s) , 7. 39-7. 42 (3H, m) , 7. 77 (1H, t, J=7Hz) , 8. 66 (1H, brs) , 8. 87 
(1H, brs) , 10. 80 (IE brs) 

mmm2 o (5) 
E-3- [3- [n- (4- j* h^>^>-t?>x;V2t^;w-N-- r y^n 

;i/]-3-(4-t:U^;W ^ykFDWH (fc-&«108) 
'H-NMR (DMS0-d 6 ) (5 : 

0. 95 (6H, d, J=7Hz) , 3. 77 (3H, s) , 4. 43 (1H, m) , 6. 49 (1H, s) , 6. 60 (IE s) , 6. 92-7. 17 
(6H, m) , 7. 40 (1H, m) , 7. 60 (2H. m) , 8. 57 (2H, a) , 8. 93 (1H, brs) . 10. 71 (1H, brs) 

mmm2 o (6) 

E-3- [3- [N- (3-* h 3r 5^ >if -N-- T V^oW5y]7x- 
;H-3-(4-tTU5?;W yn^^tHnmt (fl^#Jl09) 

•H-NMR (DMS0-d s ) <5 : 

0. 95 (6H, d, J=7Hz) , 3. 71 (3H, s) , 4. 46 (1H, septet, J=7Hz) , 6. 49 (1H, s) , 6. 66 (1H, 
s) , 7. 09-7. 17 (6H, m) , 7. 25 (1H, d, J=8Hz) , 7. 37-7. 42 (2H, m) , 8. 56 (2H, d, J=5Hz) , 
8. 88 (IE brs), 10. 69 (IE brs) 
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mmw2 0(7) 

E-3- [3- [N- (4-* h^'>^>if>X;i/7^njV) -N-X^;VT^ ;]7x"JV] -3- 
(3-t£Uv;M ^/tHn^rU-Ai til 10) 

■H-NMR (DMSO-d,) <5 : 

0. 98 (3H, t, J=7Hz) , 3. 50 (2H, q, J=7flz) , 3. 79 {3H, s) , 6. 37 (1H, s) , 6. 64 (1H, s) , 

6. 99 (2H. d, J=9Hz) , 7. 12 UH, d, J=8Hz) , 7. 16 (IE d, J=9Hz) , 7. 37-7. 45 (3H, m) , 

7. 47 (2H, d, J=9Hz) , 8. 38 (1H. s) , 8. 56-8. 57 (1H, m) . 8. 90 (1H, brs) , 10. 64 (1H, brs) 

mmM2 o (8) 

E-3- [3- [N- (4-7 x J * >if >7>)V&—)\') -N~f Vfu \Z)V7 5 S J 7 x 
=;H-3-(3-b?U^;W ^;kFnmi 

'H-NMR (DMS0-d 6 ) 6 : 

0. 98 (6H, d, J=7Hz) , 4. 44 (1H, septet, J=7Hz) . 6. 40 (1H, s) , 6. 67 (1H, s) , 7. 00 (2H, 
d, J=9Hz), 7. 08 (2H, d, J=9Hz), 7. 13 (1H, d, J=9Hz), 7. 19-7. 27 (2H, m), 7. 38-7. 51 

(5H, m) , 7. 68 (2H, d, J=9Hz) , 8. 39 (1H, m) , 8. 52 (1H, d, J=4Hz) , 8. 89 (1H, brs) , 10. 67 

(1H, brs) 

mmm 2 0 c 9 > 

E-3- [3- [N- (4-* h^r->^>if>x;i/^n;H-N-(^Ty 75/] 7x 
■H-NMR (DMS0-d 6 ) 6 : 

3. 83 (3H, s) , 4. 82 (2H, s) . 6. 39 (1H, s) , 6. 84 (1H, s) , 7. 05 (2H, d, J=9Hz) , 7. 22-7. 26 
(2H, m) , 7. 42-7. 50 <3H, m) , 7. 57 (2H, d, J=9Hz) , 8. 38 (1H, s) , 8. 57 (lfl, m) , 8. 98 (IE 
brs), 10. 71 (1H, brs) 
0(10) 
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Z-3- [3- [N- (4-* h * >if >7s JVft-M -N- (~>7 / ;* 75;]7x 
n;H-3-(3-tfUv;W ^D^yth'a+U-At (ft;£*13) 
: 

•H-NMR (DMS0-d 6 ) <5 : 

3. 95 (3H, s) , 4. 93 (2H, s) , 6. 38 (1H, s) , 6. 83 (1H, s) , 7. 1 1-7. 63 (9H, m) , 8. 38 (1H, 
m) , 8. 58 (1H, m) , 8. 99 (1H, brs) , 10. 81 (1H, brs) 

nmm 20 (id 

Z-3- [3- [N- (4-^ h^^>if>7,;i/^^;i/)-N— T V^D t!;VT^ /37x- 

MM. : 195-197 *C 
'H-NMR (DMS0-d 6 ) <5 : 

0. 87 (6H, d, J=7Hz) , 3. 87 (3H, s) , 4. 38 (1H, septet, J=7Hz) , 6. 40 (1H, s) , 6. 59 (1H, 
s) . 7. 04 (2H, dd, J=2Hz, 7Hz) , 7. 08-7. 1 1 (2H, m) , 7. 34-7. 48 (4H, m) , 7. 56 (2H, d, J= 
7Hz) , 8. 29 (1H, s) , 8. 94 (IE brs) , 10. 76 (1H, brs) 

mmm2 o a 2) 

E-3-[3-[N-(4-* h^->^>if>X;i/3fx-;i/)-N-yotf;VT5/] 7iZJH- 
3-(3-fc°Ui?;H 7n^/fc Fn=MtAm (4b£-^115) 

ffij& : 151-153 <C 
'H-NMR (DMSO-d,) <5 : 

0. 82 (3H, t, J=7Hz) , 1. 33-1. 37 (2H. m) , 3. 41 (2H, t, J=7Hz), 6. 37 (1H, s) , 6. 66 (1H, 
s) , 7. 00 (2H, d, J=9Hz) , 7. 12 (1H, d, J=8Hz) . 7. 17 (1H, d, J=8Hz) , 7. 36-7. 43 (3H, m) , 
7. 47 (2H, d, J=8Hz) , 8. 38 (1H, s) , 8. 57 (1H, d, J=4Hz) , 8. 90 (1H, brs) , 10. 64 (1H, 
brs) 

$mm2 0(13) 
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E, Z-3- [3- [N- (4-* b >°& >ft)l# - )]/) -N-* ^;i/X $;]7i - 

: 

'H-NMR (DMS0-d 6 ) <5 : 

3. 32 (3/2H, s) , 3. 36 (3/2H, s) , 3. 73 (3/2H, s) , 3. 74(3/2H, s) , 6. 31 (1/2H, s) , 6. 35 
(1/2H, s) , 6. 76-6. 78 (2H, m) , 6. 84-7. 34 (8H, m) , 8. 20 (1/2H, d, J=2Hz) , 8. 31 (1/2H, 
d, J=2Hz) , 8. 19-8. 52 (1H, m) , 8. 91 (1H, brs) , 1 0. 65 (1/2H, brs) , 10. 67 (1/2H, brs) 
nMW2 0(14) 

E, Z-3-[3-[3N-(4-^ h3rzsy^~)V)-\K-*^)V*Jl"( F] 7oc ~;i/]-3-(3-h! 
UvW/o^/ 1: Hn+tAi Ofb-^117) 
^ : M&B3i 
'H-NMR (DMS0-d 6 ) 6 : 

3. 22 (3/2H, s) , 3. 24 (3/2H, s) , 3. 69 (3/2H, s) , 3. 70 (3/2H, s) , 6. 40 (1/2H, s) , 6. 44 
(1/2H, s) , 6. 77-6. 82 (2H, m) , 6. 99-7. 04 (1H, m) , 7. 1 8-7. 74 (4H, m) , 8. 1 0 (1/2H, s) , 
8. 32 (1/2H, s) , 8. 38 (1/2H, s) , 8. 51 (1/2H, m) , 8. 56 OH, m) , 8. 92 (1/2H, brs) , 8. 97 
(1/2H, brs) , 10. 73 (1/2H, brs) ,10.76 (1/2H, brs) 
%mm 2 0 (15) 

E-3- [3- [N- (4- * h * ~> ^ >if > X )V * - )V) -N- T U )V T ^ J 1 7 x ~ )!/] -3- 
(3-fc!U^;W ^n^ykFnmi ttt£r^H8) 
&Vt : 

'H-NMR (DMS0-d 6 ) 6 : 

3. 82 (3H, s) , 4. 13 (2H, d, J=6Hz) , 5. 06(1H, d, J=10Hz) , 5. 15 (1H, d, J=16Hz) , 5. 67- 
5.72 (1H, m) , 6. 39 (1H, s) , 6. 71 (1H, s) , 7. 03 (2H, d, J=9Hz) , 7. 13 (1H, d, J=8Hz) , 
7. 1 8 (1H, d, J=8Hz) , 7. 35-7. 49 (3H, m) , 7. 52 (2H, d, J=9Hz) , 8. 38 (1H, s) , 8. 57 (1H, 
d, J=3Hz) , 8. 95 (1H, brs) ,10.66 (1H, brs) 

%mm 20 (i6) 
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E-3-[3-[N-(3,4-i^ h*5"<>'V>X)V*—)\'li 7x:=JW-3-(3-tf 'J^JV) 

yn^;kHDWt (-0^^119) 
-tea : ism* 

'H-NMR (DMS0-d 6 ) 5 : 

0. 97 (6H, d, J=5Hz) , 3. 70 (3H, s) , 3. 80 (3H, s) , 4. 40-4. 55 (1H, m) , 6. 39 (1H, s) , 6. 71 
(1H, s) , 6. 98-7. 12 (4H, m) , 7. 21-7. 25 (2H, m) , 7. 40-7. 49 (2H, m) , 8. 39 (1H, s) , 8. 56 
(1H, s), 9. 04 (1H. brs) , 10. 67 (1H, brs) 
WJ1 (in vitro TACEBBSiSte) 

(1) THP-liW^OTACE©™ 

IX FBS£r^tfRPMI lUQ&1&lzmmVttm-mti&<Mfo$8& : 2 X lO'/mDtC 
LPSCE.coli 055:B55. if&iS^ : 1 tfg/mLK silica(0. 014 /ii, &jftft : 50 
/zg/mL), hydroxyurea G&«ft : 2 mlOS^Jnb, 3713, 5 X-C0 2 ^#TT16Bffyi 
ig^Ufeo iifflfl&£FBS£^£&V>RPMI 1640igmTlHIi5fe^Lfe o M£ 

^l/y h3^MOA?S(10 mM sodium phosphate (pH 7.4), 1 mM MgCl 2 , 30 mM 
NaCK 0.02 X NaN s , 5 /zM PMSF (phenyl methyl sulfonyl fluoride)) (CS^^b 

#u hD>^€^wif-^ffl^T«wtfc(5^ x sin. mmz 

l-2$HkJfr-rs). sfr^S^— hig?£*41 X sucrose-Af&KMU l^Lfc 

(150,000 g x mm) 0 ^mm^muvmm(Dm\zxmw.^> ato 

Lfc(150, 000 g X20#)o ^l/y Mc, 51M©pJ^<b^(l X-Triton X-100-A 
?8c)*Jn*.(Me«ft : 1 mg/mL), Jf#bfc (4<C X mm)* M&'&. 
(100,000 g X 30£\ 4*C), -hit&HliKU iin£TACE&Jfiffi?j£<i: bfco 

(2) TACEffiSFStt©aiJg 

ft: 10 Atg/mLK *lfc^-r*«fl2^*aMIS03l*«ft : 1 X) R^O^rn.^- h 

i§M(50 mM Tr is-HCl (pH 7.4), 5 mM CaCl 2 > 0. 002 X NaN 3 , 0. 002 X Brij 35) 

ZmXfe. S^T30^y^^f>^a^-hUfcfH, SI (N- 

60 



WO 02/18326 



PCT/JP01/07292 



methylanthranilyl-LAQAVRSK(DNP)rr-NH 2 : 7^ KWSSBfSSL &m 

m:20 /iM) &WVmm&>±<>*3. y *—hlstzo POLAR STAR (Ex : 

340 nm, Em : 430 nm) £/BV>Tib£3£^£M^U TACE|S#?£& (IC 50 {I) £|T 

Battel 2 (mm p - 1 mmm&omm) 

MMP-l (HTs^EA-f *(W)%t9k) ~R.Z£^M£ bT7-methoxycoumarin-4-yl)- 
acetyl-PLGL-[N 3 -(2,4-dinitrophenyl)2, 3-diaminopropionyl]-AR-NH 2 ($c^^ 

a^^HW^m®) ^fflv^r. ±aa©TACBE#«tt©a5e»K:fl»CTMMP-iffi 

Sfgft (IC I0 «) SjWSL/fc. Md, m^3i*©S93£«, POLAR STAR (Ex : 340 
nm, Em: 405 nm) ^IBViTfro fco igl^g 1 tT^t, 



«1 





TACEffiSigtt 
IC 50 (nM) 


MMP-l PIMtt 
IC 50 (nM) 


62 


8.6 


>10000 


63 


8.6 


>10000 


68 


35 


>10000 


73 


29 


>10000 


75 


13 


Moooo 


88 


6.4 


>10000 


89 


7.0 


MOOOO 


93 


13 


MOOOO 


94 


13 


>10000 



Umm 3 ( T N F - a $tt&fi*iStt<DW£) 

lO^FBS^^tTRPMI IMQmi&iZffiM L fcTHP-1 fcEfg (5 X lOVmL) fcLPS (100 

ng/mL)Rzsm^<Dmm<Dm^i(Msommm. o. zi°c, 5 *-co 2 ^#t 
T-mm-mmistc. mm±m t P<Dm-a*EusMzTmmv. tnf- 
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*2 





IC 50 (jaM) 


75 


6.4 


88 


2.8 


89 


4.1 


93 


5.5 
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1. (1) 



R 2 R 1 



/ V^NHOR 7 



R 



5 



N^V^R 3 



R 4 

^;us> m&*£*r bxv>x *> «fc r u -;nx«tiS^W bt v>t «b «fc 

-;PS£^U RH2R 6 CO-, R 6 S0 2 -, R s NHCO-XSR 5 NHC S - 

R 6 «®ms^^rbTv^TfeJ:^T;v^;i/Sx^>'^nT;i'^;«. 
strays, emsswbTViT'bcfc^TU— ^sx^ams^wbTViT^ 

J;l^f07U-M^t) ^^b, R T «7Km^X«^a^^^b, Ate 

ch, ^sRjg^xaKflssnfeS^M^&^f. ) ^ns^/tHn^ 

n*^ft©^B&St^/XI4ti&*l|-C , »ai»*3fi2E*©?S*- 

c e m^ffla 
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ffi&w. mum. mm^±m^ mof^w >xu >im&mMmmfrt>w\$ 
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